WEBVTT

NOTE duration:”05:02:29.3130000”

NOTE language:en-us

NOTE Confidence: 0.903091728687286

00:00:00.000 --> 00:00:03.580 I think I'll actually get going with.
NOTE Confidence: 0.903091728687286

00:00:03.580 --> 00:00:05.948 I think I'm all set right?

NOTE Confidence: 0.903091728687286

00:00:05.948 --> 00:00:09.240 So why don't we just keep it this way?
NOTE Confidence: 0.903091728687286

00:00:09.240 --> 00:00:12.008 Not upset the Apple cart and then we'll
NOTE Confidence: 0.903091728687286

00:00:12.008 --> 00:00:14.943 go with that and I just wanted to
NOTE Confidence: 0.903091728687286

00:00:14.943 --> 00:00:16.837 welcome the already 161 participants
NOTE Confidence: 0.903091728687286

00:00:16.837 --> 00:00:19.837 that we have and I think it's really
NOTE Confidence: 0.903091728687286

00:00:19.837 --> 00:00:22.050 a reflection of what an outstanding
NOTE Confidence: 0.903091728687286

00:00:22.050 --> 00:00:24.608 schedule that we have planned for today.
NOTE Confidence: 0.903091728687286

00:00:24.608 --> 00:00:26.072 I'm really, really excited

NOTE Confidence: 0.903091728687286

00:00:26.072 --> 00:00:27.538 on Marcus Bosenberg, um,

NOTE Confidence: 0.903091728687286

00:00:27.538 --> 00:00:29.368 the interim director for the

NOTE Confidence: 0.903091728687286

00:00:29.370 --> 00:00:30.837 El Center for immunooncology.
NOTE Confidence: 0.903091728687286

00:00:30.837 --> 00:00:33.773 This is a center that is based on.



NOTE Confidence: 0.903091728687286

00:00:33.780 --> 00:00:34.950 Collaborative interaction between
NOTE Confidence: 0.903091728687286

00:00:34.950 --> 00:00:36.510 the Yale Cancer Center,

NOTE Confidence: 0.903091728687286

00:00:36.510 --> 00:00:38.838 led by Charlie Fuchs and the
NOTE Confidence: 0.903091728687286

00:00:38.838 --> 00:00:39.594 Immunobiology Department,
NOTE Confidence: 0.903091728687286

00:00:39.594 --> 00:00:42.723 led by David shots as well as other
NOTE Confidence: 0.903091728687286

00:00:42.723 --> 00:00:44.700 aspects of at Yale University
NOTE Confidence: 0.903091728687286

00:00:44.700 --> 00:00:46.650 and we're trying to coordinate
NOTE Confidence: 0.903091728687286

00:00:46.650 --> 00:00:49.380 an enhanced the work and I'm now
NOTE Confidence: 0.903091728687286

00:00:49.380 --> 00:00:52.110 on Koleji at Yale and you know,
NOTE Confidence: 0.903091728687286

00:00:52.110 --> 00:00:55.212 it's I guess one Boone of not being
NOTE Confidence: 0.903091728687286

00:00:55.212 --> 00:00:58.188 able to travel is that it's hard to
NOTE Confidence: 0.903091728687286

00:00:58.188 --> 00:01:00.689 imagine getting a slate of external
NOTE Confidence: 0.903091728687286

00:01:00.690 --> 00:01:03.480 speakers like this if everyone has to
NOTE Confidence: 0.903091728687286

00:01:03.480 --> 00:01:06.540 be moving around and traveling all the time,
NOTE Confidence: 0.903091728687286

00:01:06.540 --> 00:01:06.935 so.

NOTE Confidence: 0.903091728687286



00:01:06.935 --> 00:01:09.598 Will really enjoy the day I think for
NOTE Confidence: 0.903091728687286

00:01:09.598 --> 00:01:12.057 the trainees at Yale and the faculty,
NOTE Confidence: 0.903091728687286

00:01:12.060 --> 00:01:14.426 this is going to be really exciting.
NOTE Confidence: 0.903091728687286

00:01:14.426 --> 00:01:16.452 A couple of things in terms

NOTE Confidence: 0.903091728687286

00:01:16.452 --> 00:01:17.466 of procedural things.

NOTE Confidence: 0.903091728687286

00:01:17.470 --> 00:01:20.166 I think all of you have the agenda.
NOTE Confidence: 0.903091728687286

00:01:20.170 --> 00:01:22.954 That will be a couple of breaks throughout
NOTE Confidence: 0.903091728687286

00:01:22.954 --> 00:01:25.238 and a half an hour lunch session.
NOTE Confidence: 0.903091728687286

00:01:25.240 --> 00:01:26.260 We may need

NOTE Confidence: 0.837537169456482

00:01:26.260 --> 00:01:27.268 to adjust times

NOTE Confidence: 0.837537169456482

00:01:27.270 --> 00:01:29.636 a little bit. We hope that the
NOTE Confidence: 0.837537169456482

00:01:29.640 --> 00:01:31.656 speakers can roughly stay on time
NOTE Confidence: 0.837537169456482

00:01:31.660 --> 00:01:34.370 for a total of 1/2 an hour per
NOTE Confidence: 0.837537169456482

00:01:34.370 --> 00:01:36.058 slot, which will include some
NOTE Confidence: 0.837537169456482

00:01:36.060 --> 00:01:37.080 questions. Panelists including
NOTE Confidence: 0.837537169456482

00:01:37.080 --> 00:01:38.780 speakers can actually ask questions.



NOTE Confidence: 0.837537169456482

00:01:38.780 --> 00:01:40.880 For those of you as attendees,
NOTE Confidence: 0.837537169456482

00:01:40.880 --> 00:01:42.455 there's a chat function that
NOTE Confidence: 0.837537169456482

00:01:42.455 --> 00:01:44.730 you should use to ask questions,
NOTE Confidence: 0.837537169456482

00:01:44.730 --> 00:01:46.480 and the moderate yrs will

NOTE Confidence: 0.837537169456482

00:01:46.480 --> 00:01:48.230 help monitor that Anne will
NOTE Confidence: 0.863619446754456

00:01:48.230 --> 00:01:49.630 guide the question period.

NOTE Confidence: 0.87241667509079

00:01:50.290 --> 00:01:52.126 And so I think, you know,

NOTE Confidence: 0.87241667509079

00:01:52.130 --> 00:01:53.660 we're probably going to need
NOTE Confidence: 0.87241667509079

00:01:53.660 --> 00:01:55.795 all the time we can get today.
NOTE Confidence: 0.87241667509079

00:01:55.795 --> 00:01:57.625 So with all this exciting science,
NOTE Confidence: 0.87241667509079

00:01:57.630 --> 00:01:59.746 I want to thank all those speakers
NOTE Confidence: 0.87241667509079

00:01:59.746 --> 00:02:01.211 really very, very much for

NOTE Confidence: 0.87241667509079

00:02:01.211 --> 00:02:02.839 participating in this upfront 'cause.
NOTE Confidence: 0.87241667509079

00:02:02.840 --> 00:02:05.284 I'm sure some people will have to go
NOTE Confidence: 0.87241667509079

00:02:05.284 --> 00:02:07.730 in and out during the day and stuff,
NOTE Confidence: 0.87241667509079



00:02:07.730 --> 00:02:09.260 but you know, up front,
NOTE Confidence: 0.87241667509079

00:02:09.260 --> 00:02:11.098 at least for our first session,
NOTE Confidence: 0.87241667509079

00:02:11.100 --> 00:02:12.630 for those who are here.

NOTE Confidence: 0.87241667509079

00:02:12.630 --> 00:02:13.546 Thanks so much.

NOTE Confidence: 0.87241667509079

00:02:13.546 --> 00:02:15.685 And I'd like to introduce Jeff Ishizuka
NOTE Confidence: 0.87241667509079

00:02:15.685 --> 00:02:17.522 who is an assistant professor at
NOTE Confidence: 0.87241667509079

00:02:17.522 --> 00:02:19.050 Yale University and medical oncology,
NOTE Confidence: 0.87241667509079

00:02:19.050 --> 00:02:20.298 who has a background.

NOTE Confidence: 0.87241667509079

00:02:20.300 --> 00:02:21.720 In immunology as well,

NOTE Confidence: 0.87241667509079

00:02:21.720 --> 00:02:23.850 and we're very excited to have
NOTE Confidence: 0.87241667509079

00:02:23.918 --> 00:02:25.660 him as a faculty member here.
NOTE Confidence: 0.87241667509079

00:02:25.660 --> 00:02:27.670 Also, as a colleague of some
NOTE Confidence: 0.87241667509079

00:02:27.670 --> 00:02:29.679 of the folks who were speaking,
NOTE Confidence: 0.87241667509079

00:02:29.680 --> 00:02:30.352 I think,

NOTE Confidence: 0.87241667509079

00:02:30.352 --> 00:02:32.698 and even this first session and Jeff,
NOTE Confidence: 0.87241667509079

00:02:32.698 --> 00:02:33.700 please proceed with



NOTE Confidence: 0.825356423854828

00:02:33.700 --> 00:02:34.708 the first session.

NOTE Confidence: 0.815905332565308

00:02:35.490 --> 00:02:36.710 Great, just echo at

NOTE Confidence: 0.815905332565308

00:02:36.710 --> 00:02:37.628 Marcus said it's

NOTE Confidence: 0.815905332565308

00:02:37.630 --> 00:02:39.772 it's fantastic lineup today and it's an
NOTE Confidence: 0.815905332565308

00:02:39.772 --> 00:02:41.916 honor and pleasure to moderate the session.
NOTE Confidence: 0.815905332565308

00:02:41.916 --> 00:02:44.058 I'm really excited to be here and
NOTE Confidence: 0.815905332565308

00:02:44.060 --> 00:02:45.586 to introduce our fantastic speakers.
NOTE Confidence: 0.815905332565308

00:02:45.586 --> 00:02:47.116 Our first speaker is doctor

NOTE Confidence: 0.815905332565308

00:02:47.116 --> 00:02:48.950 rafi Ahmed Rafi along with some
NOTE Confidence: 0.815905332565308

00:02:48.950 --> 00:02:49.868 of our other

NOTE Confidence: 0.815905332565308

00:02:49.870 --> 00:02:51.098 speakers today is responsible

NOTE Confidence: 0.815905332565308

00:02:51.100 --> 00:02:53.235 for laying a great deal of the

NOTE Confidence: 0.815905332565308

00:02:53.240 --> 00:02:55.685 groundwork for there to be a Center for,
NOTE Confidence: 0.815905332565308

00:02:55.685 --> 00:02:57.828 you know, oncologix, Here or anywhere else.
NOTE Confidence: 0.858892500400543

00:02:58.370 --> 00:02:59.288 His investigations into

NOTE Confidence: 0.858892500400543



00:02:59.290 --> 00:03:00.208 T cell differentiation

NOTE Confidence: 0.858892500400543

00:03:00.210 --> 00:03:01.438 and function have guided

NOTE Confidence: 0.858892500400543

00:03:01.440 --> 00:03:03.282 the way to our current understandings
NOTE Confidence: 0.858892500400543

00:03:03.282 --> 00:03:06.376 of T cell memory and T cell exhaustion.
NOTE Confidence: 0.858892500400543

00:03:06.380 --> 00:03:08.018 In his foundational work in acute
NOTE Confidence: 0.858892500400543

00:03:08.018 --> 00:03:09.656 and chronic else, MV have been
NOTE Confidence: 0.858892500400543

00:03:09.656 --> 00:03:11.570 essential in defining the role of PD.
NOTE Confidence: 0.858892500400543

00:03:11.570 --> 00:03:13.208 One in limiting T cell function.
NOTE Confidence: 0.821625769138336

00:03:13.960 --> 00:03:15.040 Raffi is the

NOTE Confidence: 0.821625769138336

00:03:15.040 --> 00:03:16.120 Charles Howard Candler

NOTE Confidence: 0.821625769138336

00:03:16.120 --> 00:03:17.200 Professor of Microbiology

NOTE Confidence: 0.821625769138336

00:03:17.200 --> 00:03:18.280 and immunology at

NOTE Confidence: 0.821625769138336

00:03:18.280 --> 00:03:19.360 Emory University and

NOTE Confidence: 0.821625769138336

00:03:19.360 --> 00:03:21.880 director of the Emory Vaccine Center. The
NOTE Confidence: 0.821625769138336

00:03:21.880 --> 00:03:22.960 title of his

NOTE Confidence: 0.821625769138336

00:03:22.960 --> 00:03:24.040 talk today is



NOTE Confidence: 0.821625769138336

00:03:24.040 --> 00:03:25.840 T cell lifestyle and chronic

NOTE Confidence: 0.821625769138336

00:03:25.840 --> 00:03:27.280 viral infection and cancer.

NOTE Confidence: 0.821625769138336

00:03:27.280 --> 00:03:29.080 Be shows after the infection

NOTE Confidence: 0.821625769138336

00:03:29.080 --> 00:03:30.880 is cleared and in striking

NOTE Confidence: 0.821625769138336

00:03:30.880 --> 00:03:32.680 contrast of the virus persist,

NOTE Confidence: 0.821625769138336

00:03:32.680 --> 00:03:34.120 specially at very high

NOTE Confidence: 0.821625769138336

00:03:34.120 --> 00:03:36.640 levels. But you get T cell dysfunction.
NOTE Confidence: 0.828418910503387

00:03:37.370 --> 00:03:38.420 The conceptual breakthrough

NOTE Confidence: 0.828418910503387

00:03:38.420 --> 00:03:40.502 in understanding T cell dysfunction that
NOTE Confidence: 0.828418910503387

00:03:40.502 --> 00:03:43.320 came from the studies of Valenzia. So I'm
NOTE Confidence: 0.828418910503387

00:03:43.320 --> 00:03:44.720 excited to introduce our

NOTE Confidence: 0.828418910503387

00:03:44.720 --> 00:03:46.120 last speaker of the

NOTE Confidence: 0.828418910503387

00:03:46.120 --> 00:03:47.870 session. Doctor Amanda Lund. Amanda
NOTE Confidence: 0.828418910503387

00:03:47.870 --> 00:03:49.270 has made Seminole contributions
NOTE Confidence: 0.828418910503387

00:03:49.270 --> 00:03:51.370 to our understanding of the regulation
NOTE Confidence: 0.828418910503387



00:03:51.370 --> 00:03:53.120 of immune function by lymphatic
NOTE Confidence: 0.828418910503387

00:03:53.120 --> 00:03:54.170 vessels and organs

NOTE Confidence: 0.828418910503387

00:03:54.170 --> 00:03:56.970 and of their role in shaping the anti
NOTE Confidence: 0.822038605809212

00:03:56.970 --> 00:03:59.190 tumor immune response. Her
NOTE Confidence: 0.802897691726685

00:03:59.190 --> 00:04:00.168 elegant work has

NOTE Confidence: 0.802897691726685

00:04:00.170 --> 00:04:01.148 spanned from fundamental

NOTE Confidence: 0.802897691726685

00:04:01.150 --> 00:04:02.454 immunological discovery to the
NOTE Confidence: 0.802897691726685

00:04:02.454 --> 00:04:04.096 development of quantitative and bio
NOTE Confidence: 0.802897691726685

00:04:04.096 --> 00:04:05.727 engineering tools and human translation.
NOTE Confidence: 0.802897691726685

00:04:05.727 --> 00:04:07.688 Amanda is associate professor in the
NOTE Confidence: 0.802897691726685

00:04:07.690 --> 00:04:08.998 Ronald Oper Element Department
NOTE Confidence: 0.802897691726685

00:04:09.000 --> 00:04:09.978 of dermatology in

NOTE Confidence: 0.802897691726685

00:04:09.980 --> 00:04:12.269 the Department of pathology at the end,
NOTE Confidence: 0.802897691726685

00:04:12.270 --> 00:04:13.578 why you, Grossman, School

NOTE Confidence: 0.802897691726685

00:04:13.580 --> 00:04:14.558 of Medicine. The

NOTE Confidence: 0.802897691726685

00:04:14.560 --> 00:04:16.190 title over talked today is



NOTE Confidence: 0.802897691726685

00:04:16.190 --> 00:04:17.498 lymphatic vessels, immune surveillance
NOTE Confidence: 0.802897691726685

00:04:17.500 --> 00:04:19.130 and immune escape in Melanoma.
NOTE Confidence: 0.889913499355316

00:04:20.780 --> 00:04:22.220 Thank you very much.

NOTE Confidence: 0.889913499355316

00:04:22.220 --> 00:04:24.380 It's really a pleasure and an

NOTE Confidence: 0.889913499355316

00:04:24.456 --> 00:04:26.822 honor to be here today and able
NOTE Confidence: 0.889913499355316

00:04:26.822 --> 00:04:28.779 to present some of our work.

NOTE Confidence: 0.889913499355316

00:04:28.780 --> 00:04:30.868 So I think the organizers very

NOTE Confidence: 0.889913499355316

00:04:30.868 --> 00:04:32.316 much for this opportunity.

NOTE Confidence: 0.889913499355316

00:04:32.316 --> 00:04:34.710 Like really everyone else here today,
NOTE Confidence: 0.889913499355316

00:04:34.710 --> 00:04:37.188 my lab is interested in understanding how
NOTE Confidence: 0.889913499355316

00:04:37.188 --> 00:04:39.677 we can generate and mobilize effective
NOTE Confidence: 0.889913499355316

00:04:39.677 --> 00:04:42.407 immune responses that enable tumor control,
NOTE Confidence: 0.889913499355316

00:04:42.410 --> 00:04:44.835 and there's really three main ways
NOTE Confidence: 0.889913499355316

00:04:44.835 --> 00:04:47.265 that we think about doing that,
NOTE Confidence: 0.889913499355316

00:04:47.270 --> 00:04:48.239 and that is.

NOTE Confidence: 0.889913499355316
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00:04:48.239 --> 00:04:50.500 First we need to activate the Antigen
NOTE Confidence: 0.889913499355316

00:04:50.566 --> 00:04:53.006 specific sort of adaptive immune
NOTE Confidence: 0.889913499355316

00:04:53.006 --> 00:04:54.958 responses during tumor development.
NOTE Confidence: 0.889913499355316

00:04:54.960 --> 00:04:57.070 Second, we mobilize that effector
NOTE Confidence: 0.889913499355316

00:04:57.070 --> 00:04:59.636 immunity into the tumor micro environment
NOTE Confidence: 0.889913499355316

00:04:59.636 --> 00:05:02.676 where it can engage its target and 3rd.
NOTE Confidence: 0.889913499355316

00:05:02.680 --> 00:05:04.996 We are designing strategies to combat
NOTE Confidence: 0.889913499355316

00:05:04.996 --> 00:05:06.981 the multiple mechanisms of immune
NOTE Confidence: 0.889913499355316

00:05:06.981 --> 00:05:09.261 suppression that we know are present
NOTE Confidence: 0.889913499355316

00:05:09.261 --> 00:05:11.171 within these tumors and suppress
NOTE Confidence: 0.889913499355316

00:05:11.171 --> 00:05:13.301 the ability of the effector immune
NOTE Confidence: 0.889913499355316

00:05:13.301 --> 00:05:15.340 response to mediate tumor killing.
NOTE Confidence: 0.889913499355316

00:05:15.340 --> 00:05:17.100 And it's been clear,

NOTE Confidence: 0.889913499355316

00:05:17.100 --> 00:05:17.820 of course,

NOTE Confidence: 0.889913499355316

00:05:17.820 --> 00:05:19.980 through the seminal work of the
NOTE Confidence: 0.889913499355316

00:05:19.980 --> 00:05:21.960 presenters before me and many others
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NOTE Confidence: 0.889913499355316

00:05:21.960 --> 00:05:23.760 that we can target tumor immune
NOTE Confidence: 0.889913499355316

00:05:23.820 --> 00:05:25.770 surveillance in tumor immune responses
NOTE Confidence: 0.889913499355316

00:05:25.770 --> 00:05:28.074 at each of these different points.
NOTE Confidence: 0.889913499355316

00:05:28.074 --> 00:05:29.844 But it's clear that they

NOTE Confidence: 0.889913499355316

00:05:29.844 --> 00:05:31.260 are the challenges remain,

NOTE Confidence: 0.889913499355316

00:05:31.260 --> 00:05:33.040 and there remains subsets of
NOTE Confidence: 0.889913499355316

00:05:33.040 --> 00:05:35.245 patients and types of tumors where
NOTE Confidence: 0.889913499355316

00:05:35.245 --> 00:05:37.779 we have not been able to mobilize
NOTE Confidence: 0.889913499355316

00:05:37.779 --> 00:05:38.995 really significant responses

NOTE Confidence: 0.889913499355316

00:05:38.995 --> 00:05:41.125 and tumor control and patience.
NOTE Confidence: 0.889913499355316

00:05:41.130 --> 00:05:43.930 And one thing that I think we should
NOTE Confidence: 0.889913499355316

00:05:43.930 --> 00:05:46.433 remember is that the there's an
NOTE Confidence: 0.889913499355316

00:05:46.433 --> 00:05:48.588 Amazon anatomic framework over which
NOTE Confidence: 0.889913499355316

00:05:48.588 --> 00:05:51.077 we mobilize these effector responses
NOTE Confidence: 0.889913499355316

00:05:51.077 --> 00:05:54.053 that is critical for allowing both
NOTE Confidence: 0.889913499355316
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00:05:54.060 --> 00:05:56.232 the initial sensing of a primary
NOTE Confidence: 0.889913499355316

00:05:56.232 --> 00:05:58.725 tumor as well as the infiltration
NOTE Confidence: 0.889913499355316

00:05:58.725 --> 00:06:01.130 and retention of that affect
NOTE Confidence: 0.889913499355316

00:06:01.130 --> 00:06:03.539 immunity within the tumor space.
NOTE Confidence: 0.889913499355316

00:06:03.540 --> 00:06:05.695 And while we appreciate that
NOTE Confidence: 0.889913499355316

00:06:05.695 --> 00:06:07.850 this framework is certainly in,
NOTE Confidence: 0.889913499355316

00:06:07.850 --> 00:06:10.040 in some ways designed to
NOTE Confidence: 0.889913499355316

00:06:10.040 --> 00:06:11.354 facilitate immune surveillance.
NOTE Confidence: 0.889913499355316

00:06:11.360 --> 00:06:13.928 In the setting of cancer where we get
NOTE Confidence: 0.889913499355316

00:06:13.928 --> 00:06:16.272 Ramada Ling and dysfunction within
NOTE Confidence: 0.889913499355316

00:06:16.272 --> 00:06:17.904 various different onomatopoetic
NOTE Confidence: 0.889913499355316

00:06:17.904 --> 00:06:20.080 structures within the entire
NOTE Confidence: 0.889913499355316

00:06:20.152 --> 00:06:22.120 body of the animal or patient,
NOTE Confidence: 0.889913499355316

00:06:22.120 --> 00:06:24.600 that these changes may present
NOTE Confidence: 0.889913499355316

00:06:24.600 --> 00:06:27.080 additional barriers to the ability
NOTE Confidence: 0.889913499355316

00:06:27.160 --> 00:06:29.883 of the effective T cell or more
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NOTE Confidence: 0.889913499355316

00:06:29.883 --> 00:06:32.199 responses to really do their jobs.
NOTE Confidence: 0.889913499355316

00:06:32.200 --> 00:06:34.636 And when my lab has been interested
NOTE Confidence: 0.889913499355316

00:06:34.636 --> 00:06:37.192 now and for quite some time

NOTE Confidence: 0.889913499355316

00:06:37.192 --> 00:06:39.100 as the lymphatic vasculature,

NOTE Confidence: 0.889913499355316

00:06:39.100 --> 00:06:42.348 this is a part of our vascular system,
NOTE Confidence: 0.889913499355316

00:06:42.350 --> 00:06:43.866 which mediates the unidirectional
NOTE Confidence: 0.889913499355316

00:06:43.866 --> 00:06:46.140 transport of fluid and cells and
NOTE Confidence: 0.889913499355316

00:06:46.206 --> 00:06:47.930 lipids from peripheral tissues

NOTE Confidence: 0.889913499355316

00:06:47.930 --> 00:06:49.654 to secondary lymphoid organs.
NOTE Confidence: 0.889913499355316

00:06:49.660 --> 00:06:52.090 Were adaptive immune responses are initiated.
NOTE Confidence: 0.889913499355316

00:06:52.090 --> 00:06:54.442 We know that this is the necessary
NOTE Confidence: 0.889913499355316

00:06:54.442 --> 00:06:56.734 in requisite route for the movement
NOTE Confidence: 0.889913499355316

00:06:56.734 --> 00:06:58.764 of Antigen loaded antigen presenting
NOTE Confidence: 0.889913499355316

00:06:58.764 --> 00:07:01.028 cells that leave peripheral tissues
NOTE Confidence: 0.889913499355316

00:07:01.028 --> 00:07:03.343 migrate towards draining lymph nodes
NOTE Confidence: 0.889913499355316
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00:07:03.343 --> 00:07:06.196 and thereby activate robust antitumor.
NOTE Confidence: 0.889913499355316

00:07:06.196 --> 00:07:07.480 Immune responses.

NOTE Confidence: 0.889913499355316

00:07:07.480 --> 00:07:09.704 And work that I'm not going to be
NOTE Confidence: 0.889913499355316

00:07:09.704 --> 00:07:12.708 able to show you today from my lab is
NOTE Confidence: 0.889913499355316

00:07:12.708 --> 00:07:14.684 really learning that the lymphatic
NOTE Confidence: 0.889913499355316

00:07:14.684 --> 00:07:16.889 vasculature can tune its transport
NOTE Confidence: 0.889913499355316

00:07:16.889 --> 00:07:19.588 function both at the level of the
NOTE Confidence: 0.889913499355316

00:07:19.588 --> 00:07:22.160 lymphatic capillary and from work by others.
NOTE Confidence: 0.889913499355316

00:07:22.160 --> 00:07:24.498 Also at the level of the collecting
NOTE Confidence: 0.889913499355316

00:07:24.498 --> 00:07:27.005 lymphatic to in some way change the
NOTE Confidence: 0.889913499355316

00:07:27.005 --> 00:07:28.805 quantitative amount and the type
NOTE Confidence: 0.889913499355316

00:07:28.805 --> 00:07:31.429 of information that is able to be
NOTE Confidence: 0.889913499355316

00:07:31.429 --> 00:07:33.602 delivered to the Sentinel Lymph node.
NOTE Confidence: 0.889913499355316

00:07:33.602 --> 00:07:35.357 So in this way really,

NOTE Confidence: 0.889913499355316

00:07:35.360 --> 00:07:36.380 I think we played,

NOTE Confidence: 0.889913499355316

00:07:36.380 --> 00:07:37.910 we think of at least the
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NOTE Confidence: 0.85740339756012

00:07:37.973 --> 00:07:39.493 lymphatic vasculature is a

NOTE Confidence: 0.85740339756012

00:07:39.493 --> 00:07:41.393 really critical arm of the

NOTE Confidence: 0.85740339756012

00:07:41.393 --> 00:07:43.199 peripheral tissue immune response.
NOTE Confidence: 0.85740339756012

00:07:43.200 --> 00:07:45.780 That of course we are very

NOTE Confidence: 0.85740339756012

00:07:45.780 --> 00:07:48.220 interested in continuing to explore.
NOTE Confidence: 0.85740339756012

00:07:48.220 --> 00:07:50.570 In the context of cancer, however,
NOTE Confidence: 0.85740339756012

00:07:50.570 --> 00:07:52.150 lymphatic vasculature has been
NOTE Confidence: 0.85740339756012

00:07:52.150 --> 00:07:53.730 largely appreciated for its

NOTE Confidence: 0.85740339756012

00:07:53.785 --> 00:07:55.257 role in regional metastasis.

NOTE Confidence: 0.85740339756012

00:07:55.260 --> 00:07:57.600 We know that, particularly in Melanoma,
NOTE Confidence: 0.85740339756012

00:07:57.600 --> 00:07:59.555 the presence of tumor cells

NOTE Confidence: 0.85740339756012

00:07:59.555 --> 00:08:01.510 in the Sentinel Lymph node,
NOTE Confidence: 0.85740339756012

00:08:01.510 --> 00:08:03.880 which is the lymph node directly
NOTE Confidence: 0.85740339756012

00:08:03.880 --> 00:08:06.209 draining from the primary tumor bed,
NOTE Confidence: 0.85740339756012

00:08:06.210 --> 00:08:08.550 is A is a negative prognostic.
NOTE Confidence: 0.85740339756012
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00:08:08.550 --> 00:08:12.753 This is true also in other types of tumors.
NOTE Confidence: 0.85740339756012

00:08:12.760 --> 00:08:15.182 We know that we can find these
NOTE Confidence: 0.85740339756012

00:08:15.182 --> 00:08:16.974 lymphatic vessels which were shown
NOTE Confidence: 0.85740339756012

00:08:16.974 --> 00:08:19.368 here in Green both within and around,
NOTE Confidence: 0.85740339756012

00:08:19.370 --> 00:08:20.381 developing tumor beds,

NOTE Confidence: 0.85740339756012

00:08:20.381 --> 00:08:22.403 and that the increased density of
NOTE Confidence: 0.85740339756012

00:08:22.403 --> 00:08:23.898 these lymphatic vessels increases
NOTE Confidence: 0.85740339756012

00:08:23.898 --> 00:08:26.088 with stage and is associated with
NOTE Confidence: 0.85740339756012

00:08:26.088 --> 00:08:27.777 lived in a metastasis, impatience.
NOTE Confidence: 0.85740339756012

00:08:27.777 --> 00:08:28.571 And importantly,

NOTE Confidence: 0.85740339756012

00:08:28.571 --> 00:08:31.350 we know that either in humans where
NOTE Confidence: 0.85740339756012

00:08:31.419 --> 00:08:33.279 we see overexpression of edge FC
NOTE Confidence: 0.85740339756012

00:08:33.279 --> 00:08:35.558 by tumor cells or by myeloid cells
NOTE Confidence: 0.85740339756012

00:08:35.558 --> 00:08:37.819 infiltrating the tumor bed or in my
NOTE Confidence: 0.85740339756012

00:08:37.820 --> 00:08:39.625 swear we engineer the overexpression
NOTE Confidence: 0.85740339756012

00:08:39.625 --> 00:08:42.338 of edge of see that this is both,
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NOTE Confidence: 0.85740339756012

00:08:42.340 --> 00:08:43.980 this is associated with.

NOTE Confidence: 0.85740339756012

00:08:43.980 --> 00:08:45.210 Increased metastatic potential
NOTE Confidence: 0.85740339756012

00:08:45.210 --> 00:08:47.461 to the regional lymph node bed
NOTE Confidence: 0.85740339756012

00:08:47.461 --> 00:08:48.745 of those primary tumors.

NOTE Confidence: 0.85740339756012

00:08:48.750 --> 00:08:51.525 But when I started my post doc
NOTE Confidence: 0.85740339756012

00:08:51.525 --> 00:08:53.510 now sometime ago with melody
NOTE Confidence: 0.85740339756012

00:08:53.595 --> 00:08:55.899 sorts at the PFL in Lausanne,
NOTE Confidence: 0.85740339756012

00:08:55.900 --> 00:08:58.276 we were really interested in challenging.
NOTE Confidence: 0.85740339756012

00:08:58.280 --> 00:09:00.639 This is so the complete story and
NOTE Confidence: 0.85740339756012

00:09:00.639 --> 00:09:02.930 asking instead how the biology of
NOTE Confidence: 0.85740339756012

00:09:02.930 --> 00:09:04.940 lymphatic transport and the Sentinel
NOTE Confidence: 0.85740339756012

00:09:04.940 --> 00:09:07.865 Lymph node really impacts tumor immunity
NOTE Confidence: 0.85740339756012

00:09:07.865 --> 00:09:10.425 and thereby influences tumor progression.
NOTE Confidence: 0.85740339756012

00:09:10.430 --> 00:09:12.915 And we've learned a lot since then,
NOTE Confidence: 0.85740339756012

00:09:12.920 --> 00:09:14.915 and I think it's pretty clear that
NOTE Confidence: 0.85740339756012
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00:09:14.915 --> 00:09:17.853 even in the context of tumors at these
NOTE Confidence: 0.85740339756012

00:09:17.853 --> 00:09:19.868 lymphatic vasculature plays are really
NOTE Confidence: 0.85740339756012

00:09:19.937 --> 00:09:21.767 critical role in determining the

NOTE Confidence: 0.85740339756012

00:09:21.767 --> 00:09:23.955 extent to which the immune responses,
NOTE Confidence: 0.85740339756012

00:09:23.955 --> 00:09:26.085 both activated against the developing tumor.
NOTE Confidence: 0.85740339756012

00:09:26.090 --> 00:09:29.296 But also how these responses are maintained.
NOTE Confidence: 0.85740339756012

00:09:29.300 --> 00:09:31.820 Are we first showed up back in really
NOTE Confidence: 0.85740339756012

00:09:31.820 --> 00:09:34.289 in 2012 that the overexpression of
NOTE Confidence: 0.85740339756012

00:09:34.289 --> 00:09:36.935 edge FC by tumor experimental tumors
NOTE Confidence: 0.85740339756012

00:09:37.013 --> 00:09:39.288 not only increases the metastatic
NOTE Confidence: 0.85740339756012

00:09:39.288 --> 00:09:41.563 potential for these tumor cells

NOTE Confidence: 0.85740339756012

00:09:41.570 --> 00:09:44.018 to migrate towards a limp mode,
NOTE Confidence: 0.85740339756012

00:09:44.020 --> 00:09:46.120 but also generated a much more
NOTE Confidence: 0.85740339756012

00:09:46.120 --> 00:09:47.170 inflamed tumor microenvironment
NOTE Confidence: 0.85740339756012

00:09:47.170 --> 00:09:49.036 that subsequently activated multiple
NOTE Confidence: 0.85740339756012

00:09:49.036 --> 00:09:50.980 mechanisms of immune suppression,
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NOTE Confidence: 0.85740339756012

00:09:50.980 --> 00:09:53.465 both within the primary tumor bed as
NOTE Confidence: 0.85740339756012

00:09:53.465 --> 00:09:57.108 well as in the Sentinel draining lymph node?
NOTE Confidence: 0.85740339756012

00:09:57.110 --> 00:09:59.606 And this work really sort of.

NOTE Confidence: 0.85740339756012

00:09:59.610 --> 00:10:01.695 Established the paradigm by which
NOTE Confidence: 0.85740339756012

00:10:01.695 --> 00:10:04.271 we could think about perhaps the
NOTE Confidence: 0.85740339756012

00:10:04.271 --> 00:10:06.346 idea that olymp angiogenic tumor,
NOTE Confidence: 0.85740339756012

00:10:06.350 --> 00:10:08.450 one that is really engaged,

NOTE Confidence: 0.85740339756012

00:10:08.450 --> 00:10:10.555 the tumor associated news about
NOTE Confidence: 0.85740339756012

00:10:10.555 --> 00:10:11.397 across culture,

NOTE Confidence: 0.85740339756012

00:10:11.400 --> 00:10:13.920 might be more responsive to immunotherapy.
NOTE Confidence: 0.85740339756012

00:10:13.920 --> 00:10:15.655 And that hypothesis was tested
NOTE Confidence: 0.85740339756012

00:10:15.655 --> 00:10:17.878 by melodies group where we showed
NOTE Confidence: 0.85740339756012

00:10:17.878 --> 00:10:20.008 in Melanoma that over legacy

NOTE Confidence: 0.85740339756012

00:10:20.008 --> 00:10:21.712 overexpressing tumors are actually
NOTE Confidence: 0.85740339756012

00:10:21.777 --> 00:10:24.029 potently responsive to immunotherapy,
NOTE Confidence: 0.85740339756012
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00:10:24.030 --> 00:10:26.050 including immune checkpoint blockade.
NOTE Confidence: 0.85740339756012

00:10:26.050 --> 00:10:29.080 And this was really beautifully shown
NOTE Confidence: 0.85740339756012

00:10:29.157 --> 00:10:31.717 also more recently by a group at Yale.
NOTE Confidence: 0.85740339756012

00:10:31.720 --> 00:10:34.135 He was lucky group who showed in
NOTE Confidence: 0.85740339756012

00:10:34.135 --> 00:10:36.104 glioblastoma that the induction of
NOTE Confidence: 0.85740339756012

00:10:36.104 --> 00:10:38.274 a lymph angiogenic response within
NOTE Confidence: 0.85740339756012

00:10:38.274 --> 00:10:40.779 what's more normally thought of as
NOTE Confidence: 0.85740339756012

00:10:40.779 --> 00:10:42.664 an immune compromised or privilege
NOTE Confidence: 0.85740339756012

00:10:42.664 --> 00:10:44.590 site could really drive potent

NOTE Confidence: 0.85740339756012

00:10:44.590 --> 00:10:46.930 immune responses and response to me.
NOTE Confidence: 0.85740339756012

00:10:46.930 --> 00:10:48.190 A checkpoint blockade.

NOTE Confidence: 0.85740339756012

00:10:48.190 --> 00:10:50.710 And so this altogether has really
NOTE Confidence: 0.85740339756012

00:10:50.710 --> 00:10:53.030 suggested the potential for using
NOTE Confidence: 0.85740339756012

00:10:53.030 --> 00:10:54.862 the lymphatic vasculature in

NOTE Confidence: 0.85740339756012

00:10:54.862 --> 00:10:55.778 lymphatic transport

NOTE Confidence: 0.840481125882694

00:10:55.847 --> 00:10:57.947 as a new target for immunotherapy

21



NOTE Confidence: 0.840481125882694

00:10:57.947 --> 00:10:59.841 to improve immune surveillance and
NOTE Confidence: 0.840481125882694

00:10:59.841 --> 00:11:01.832 really turned on they response

NOTE Confidence: 0.840481125882694

00:11:01.832 --> 00:11:03.424 against the developing tumor.

NOTE Confidence: 0.840481125882694

00:11:03.430 --> 00:11:05.430 But since starting my lab,

NOTE Confidence: 0.840481125882694

00:11:05.430 --> 00:11:07.775 we were really interested in exploring
NOTE Confidence: 0.840481125882694

00:11:07.775 --> 00:11:10.220 some additional parts of lymphatic biology,
NOTE Confidence: 0.840481125882694

00:11:10.220 --> 00:11:12.768 and that was really how to lymphatic
NOTE Confidence: 0.840481125882694

00:11:12.768 --> 00:11:15.245 vessels in the context of a

NOTE Confidence: 0.840481125882694

00:11:15.245 --> 00:11:16.997 tumor that's already inflamed.

NOTE Confidence: 0.840481125882694

00:11:17.000 --> 00:11:19.400 How do they interact with that
NOTE Confidence: 0.840481125882694

00:11:19.400 --> 00:11:20.600 inflamed tumor biology?

NOTE Confidence: 0.840481125882694

00:11:20.600 --> 00:11:23.106 And might they continue to regulate the
NOTE Confidence: 0.840481125882694

00:11:23.106 --> 00:11:25.254 effector phase of the immune response
NOTE Confidence: 0.840481125882694

00:11:25.254 --> 00:11:26.684 within that tumor microenvironment?
NOTE Confidence: 0.840481125882694

00:11:26.684 --> 00:11:30.160 An in work that I'm not going to be able
NOTE Confidence: 0.840481125882694
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00:11:30.160 --> 00:11:33.487 to show you today for the sake of time,
NOTE Confidence: 0.840481125882694

00:11:33.490 --> 00:11:35.275 we've now learned that after

NOTE Confidence: 0.840481125882694

00:11:35.275 --> 00:11:36.346 mobilization of Antigen,

NOTE Confidence: 0.840481125882694

00:11:36.350 --> 00:11:38.135 specific immune responses and recruitment
NOTE Confidence: 0.840481125882694

00:11:38.135 --> 00:11:39.563 into tumor micro environments,
NOTE Confidence: 0.840481125882694

00:11:39.570 --> 00:11:41.570 that we in fact see that a subset
NOTE Confidence: 0.840481125882694

00:11:41.570 --> 00:11:43.387 of these antigen specific T

NOTE Confidence: 0.840481125882694

00:11:43.387 --> 00:11:45.472 cells actually leave those tumors
NOTE Confidence: 0.840481125882694

00:11:45.472 --> 00:11:47.090 through lymphatic vasculature,

NOTE Confidence: 0.840481125882694

00:11:47.090 --> 00:11:49.238 that their exit is regulated by

NOTE Confidence: 0.840481125882694

00:11:49.238 --> 00:11:51.050 lymphatic vessel, derived Chemo Kines.
NOTE Confidence: 0.840481125882694

00:11:51.050 --> 00:11:53.640 And and that these exiting T cells
NOTE Confidence: 0.840481125882694

00:11:53.640 --> 00:11:56.018 are actually quite functional and in
NOTE Confidence: 0.840481125882694

00:11:56.018 --> 00:11:58.406 so doing their exit actually limits
NOTE Confidence: 0.840481125882694

00:11:58.406 --> 00:12:01.307 the ability for these tumors to be
NOTE Confidence: 0.840481125882694

00:12:01.307 --> 00:12:04.023 controlled and for response to immunotherapy.
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NOTE Confidence: 0.840481125882694

00:12:04.023 --> 00:12:07.726 What I want to talk to you about
NOTE Confidence: 0.840481125882694

00:12:07.726 --> 00:12:10.048 today was sort of our first insight
NOTE Confidence: 0.840481125882694

00:12:10.048 --> 00:12:11.820 into how the lymphatic vasculature
NOTE Confidence: 0.840481125882694

00:12:11.820 --> 00:12:14.280 might be contributing to the efficacy
NOTE Confidence: 0.840481125882694

00:12:14.280 --> 00:12:16.886 of tumor control within the tumor
NOTE Confidence: 0.840481125882694

00:12:16.886 --> 00:12:17.756 micro environment,

NOTE Confidence: 0.840481125882694

00:12:17.760 --> 00:12:20.567 and that work was the work of
NOTE Confidence: 0.840481125882694

00:12:20.567 --> 00:12:22.778 a graduate student in the lab,
NOTE Confidence: 0.840481125882694

00:12:22.780 --> 00:12:23.484 Ryan Lane,

NOTE Confidence: 0.840481125882694

00:12:23.484 --> 00:12:25.244 where we learned that lymphatic
NOTE Confidence: 0.840481125882694

00:12:25.244 --> 00:12:27.123 vessels are exquisitely sensitive to
NOTE Confidence: 0.840481125882694

00:12:27.123 --> 00:12:28.659 cytotoxic community that accumulates
NOTE Confidence: 0.840481125882694

00:12:28.659 --> 00:12:30.890 within the tumor micro environment.
NOTE Confidence: 0.840481125882694

00:12:30.890 --> 00:12:33.326 They adapt to that side of toxicity
NOTE Confidence: 0.840481125882694

00:12:33.326 --> 00:12:34.895 by expressing multiple different
NOTE Confidence: 0.840481125882694

24



00:12:34.895 --> 00:12:36.686 factors including PD, L1,

NOTE Confidence: 0.840481125882694

00:12:36.686 --> 00:12:38.666 which will talk more about.
NOTE Confidence: 0.840481125882694

00:12:38.670 --> 00:12:41.394 And by decoupling the ability of
NOTE Confidence: 0.840481125882694

00:12:41.394 --> 00:12:42.756 the lymphatic vessels,

NOTE Confidence: 0.840481125882694

00:12:42.760 --> 00:12:44.293 descent cytotoxic community,
NOTE Confidence: 0.840481125882694

00:12:44.293 --> 00:12:46.337 we could actually significantly
NOTE Confidence: 0.840481125882694

00:12:46.337 --> 00:12:48.420 improve antitumor immune control.
NOTE Confidence: 0.840481125882694

00:12:48.420 --> 00:12:50.717 And so all this together has
NOTE Confidence: 0.840481125882694

00:12:50.717 --> 00:12:51.431 really suggested,

NOTE Confidence: 0.840481125882694

00:12:51.431 --> 00:12:53.573 along with work from many other
NOTE Confidence: 0.840481125882694

00:12:53.573 --> 00:12:55.789 labs at the lymphatic vasculature,
NOTE Confidence: 0.840481125882694

00:12:55.790 --> 00:12:58.058 in addition to playing an important
NOTE Confidence: 0.840481125882694

00:12:58.058 --> 00:13:00.026 role in immune surveillance and
NOTE Confidence: 0.840481125882694

00:13:00.026 --> 00:13:01.610 immune and tumor recognition,
NOTE Confidence: 0.840481125882694

00:13:01.610 --> 00:13:03.595 can critically also regulate the
NOTE Confidence: 0.840481125882694

00:13:03.595 --> 00:13:05.580 ongoing immune responses in the
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NOTE Confidence: 0.840481125882694

00:13:05.651 --> 00:13:07.239 tumor microenvironment and maybe
NOTE Confidence: 0.840481125882694

00:13:07.239 --> 00:13:10.139 plays an important role in sort of
NOTE Confidence: 0.840481125882694

00:13:10.139 --> 00:13:11.927 immune escape burning resolution.
NOTE Confidence: 0.840481125882694

00:13:11.930 --> 00:13:14.323 I think one of the experiments that
NOTE Confidence: 0.840481125882694

00:13:14.323 --> 00:13:16.078 really for me best illustrates
NOTE Confidence: 0.840481125882694

00:13:16.078 --> 00:13:17.640 this point is shown here.

NOTE Confidence: 0.840481125882694

00:13:17.640 --> 00:13:19.985 So what we did is we have.

NOTE Confidence: 0.840481125882694

00:13:19.990 --> 00:13:22.440 We took mice that lack dermal lymphatic
NOTE Confidence: 0.840481125882694

00:13:22.440 --> 00:13:24.807 vessels in the skin which you can
NOTE Confidence: 0.840481125882694

00:13:24.807 --> 00:13:27.718 see here in green compared to wild type mice.
NOTE Confidence: 0.840481125882694

00:13:27.720 --> 00:13:29.520 We immunize both of these mice
NOTE Confidence: 0.840481125882694

00:13:29.520 --> 00:13:31.915 with LC MB Armstrong to setup a
NOTE Confidence: 0.840481125882694

00:13:31.915 --> 00:13:33.427 potent protective immune response,
NOTE Confidence: 0.840481125882694

00:13:33.430 --> 00:13:35.943 and then we came in and challenge
NOTE Confidence: 0.840481125882694

00:13:35.943 --> 00:13:37.845 these animals with vaccinia virus
NOTE Confidence: 0.840481125882694
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00:13:37.845 --> 00:13:40.477 expressing an LC MB antigen GP 33.
NOTE Confidence: 0.840481125882694

00:13:40.480 --> 00:13:43.120 And what you can see is that in
NOTE Confidence: 0.840481125882694

00:13:43.120 --> 00:13:44.510 wild type animals,

NOTE Confidence: 0.840481125882694

00:13:44.510 --> 00:13:46.114 upon this secondary challenge,
NOTE Confidence: 0.840481125882694

00:13:46.114 --> 00:13:48.119 you get an initial inflammatory
NOTE Confidence: 0.840481125882694

00:13:48.119 --> 00:13:49.259 response in the skin,

NOTE Confidence: 0.840481125882694

00:13:49.260 --> 00:13:51.941 which is shown here by ear swelling
NOTE Confidence: 0.840481125882694

00:13:51.941 --> 00:13:54.329 that resolves fairly quickly overtime.
NOTE Confidence: 0.840481125882694

00:13:54.330 --> 00:13:57.170 But we do this in my side completely
NOTE Confidence: 0.840481125882694

00:13:57.170 --> 00:13:58.650 lack lymphatic transport,

NOTE Confidence: 0.840481125882694

00:13:58.650 --> 00:14:00.610 despite seeing no difference in
NOTE Confidence: 0.840481125882694

00:14:00.610 --> 00:14:01.394 viral control.

NOTE Confidence: 0.840481125882694

00:14:01.400 --> 00:14:03.370 In this particular experimental setting,
NOTE Confidence: 0.840481125882694

00:14:03.370 --> 00:14:05.743 what we see is a progressive and
NOTE Confidence: 0.840481125882694

00:14:05.743 --> 00:14:07.576 dramatic and long lived pathology
NOTE Confidence: 0.840481125882694

00:14:07.576 --> 00:14:09.814 within this year tissue and you
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NOTE Confidence: 0.840481125882694

00:14:09.814 --> 00:14:10.560 can see

NOTE Confidence: 0.828280866146088

00:14:10.629 --> 00:14:12.797 that even better histologically,
NOTE Confidence: 0.828280866146088

00:14:12.800 --> 00:14:15.544 where we get epidermal hyper polif eration,
NOTE Confidence: 0.828280866146088

00:14:15.550 --> 00:14:17.867 we see an expansion of the dermis
NOTE Confidence: 0.828280866146088

00:14:17.867 --> 00:14:19.420 and a dramatic accumulation
NOTE Confidence: 0.828280866146088

00:14:19.420 --> 00:14:21.835 of CD 45 positive leucocytes.
NOTE Confidence: 0.828280866146088

00:14:21.840 --> 00:14:24.535 Even at this time point well past
NOTE Confidence: 0.828280866146088

00:14:24.535 --> 00:14:26.998 when the wild type mice have.
NOTE Confidence: 0.828280866146088

00:14:27.000 --> 00:14:29.040 Resolved, and so this really tells
NOTE Confidence: 0.828280866146088

00:14:29.040 --> 00:14:32.112 us that in the absence of an exit
NOTE Confidence: 0.828280866146088

00:14:32.112 --> 00:14:34.157 route in this lymphatic transport,
NOTE Confidence: 0.828280866146088

00:14:34.160 --> 00:14:36.554 that that tissues have an impaired
NOTE Confidence: 0.828280866146088

00:14:36.554 --> 00:14:39.100 ability to return to homeostasis.
NOTE Confidence: 0.828280866146088

00:14:39.100 --> 00:14:41.554 Well, we also know from work
NOTE Confidence: 0.828280866146088

00:14:41.554 --> 00:14:44.534 from back I'm going hard as well
NOTE Confidence: 0.828280866146088
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00:14:44.534 --> 00:14:47.036 as our group melody and others.
NOTE Confidence: 0.828280866146088

00:14:47.040 --> 00:14:49.130 Is that the lymphatic individual
NOTE Confidence: 0.828280866146088

00:14:49.130 --> 00:14:51.220 cell present within the unique
NOTE Confidence: 0.828280866146088

00:14:51.286 --> 00:14:53.792 structure of the lymph node has some
NOTE Confidence: 0.828280866146088

00:14:53.792 --> 00:14:55.864 really unique and interesting and
NOTE Confidence: 0.828280866146088

00:14:55.864 --> 00:14:57.720 immunological properties that allow
NOTE Confidence: 0.828280866146088

00:14:57.720 --> 00:15:00.430 it to scavenge and present anagen
NOTE Confidence: 0.828280866146088

00:15:00.430 --> 00:15:02.980 that allow these cells to interact
NOTE Confidence: 0.828280866146088

00:15:02.980 --> 00:15:05.849 with both CD8 and CDAT cells through.
NOTE Confidence: 0.828280866146088

00:15:05.850 --> 00:15:08.358 Most notably the inhibitory molecule PD,
NOTE Confidence: 0.828280866146088

00:15:08.360 --> 00:15:10.480 L1 to drive dysfunctional CD8T
NOTE Confidence: 0.828280866146088

00:15:10.480 --> 00:15:12.200 cell activation. And or deletion.
NOTE Confidence: 0.828280866146088

00:15:12.200 --> 00:15:13.940 And so this is really exciting,
NOTE Confidence: 0.828280866146088

00:15:13.940 --> 00:15:15.100 interesting paradigm where at
NOTE Confidence: 0.828280866146088

00:15:15.100 --> 00:15:16.260 least these endothelial cells,

NOTE Confidence: 0.828280866146088

00:15:16.260 --> 00:15:18.955 and at least in the lymph node.
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NOTE Confidence: 0.828280866146088

00:15:18.960 --> 00:15:20.845 Played a really interesting and
NOTE Confidence: 0.828280866146088

00:15:20.845 --> 00:15:22.353 unappreciated role in maintaining
NOTE Confidence: 0.828280866146088

00:15:22.353 --> 00:15:23.280 peripheral tolerance,

NOTE Confidence: 0.828280866146088

00:15:23.280 --> 00:15:25.250 at least at steady state.

NOTE Confidence: 0.828280866146088

00:15:25.250 --> 00:15:27.994 And so when Ryan joined the lab,
NOTE Confidence: 0.828280866146088

00:15:28.000 --> 00:15:30.744 we were really interested in two questions.
NOTE Confidence: 0.828280866146088

00:15:30.750 --> 00:15:32.615 One is are these immunological
NOTE Confidence: 0.828280866146088

00:15:32.615 --> 00:15:34.480 properties really unique to the
NOTE Confidence: 0.828280866146088

00:15:34.545 --> 00:15:36.177 lymphatic endothelia cell found
NOTE Confidence: 0.828280866146088

00:15:36.177 --> 00:15:38.217 within the lymph node itself?
NOTE Confidence: 0.828280866146088

00:15:38.220 --> 00:15:40.602 Or might they be activated in
NOTE Confidence: 0.828280866146088

00:15:40.602 --> 00:15:42.764 the context of challenge and
NOTE Confidence: 0.828280866146088

00:15:42.764 --> 00:15:45.219 peripheral tissues and organ tumors?
NOTE Confidence: 0.828280866146088

00:15:45.220 --> 00:15:46.165 And if so,

NOTE Confidence: 0.828280866146088

00:15:46.165 --> 00:15:48.370 is there really any reason to believe
NOTE Confidence: 0.828280866146088
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00:15:48.437 --> 00:15:50.667 that the lymphatic vasculature out
NOTE Confidence: 0.828280866146088

00:15:50.667 --> 00:15:52.897 in these peripheral tissues might
NOTE Confidence: 0.828280866146088

00:15:52.966 --> 00:15:54.870 be interacting with affecter,

NOTE Confidence: 0.828280866146088

00:15:54.870 --> 00:15:56.594 CDA positive T cells?

NOTE Confidence: 0.828280866146088

00:15:56.594 --> 00:15:59.520 So what Ryan first started to do?
NOTE Confidence: 0.828280866146088

00:15:59.520 --> 00:16:00.510 Is he he?

NOTE Confidence: 0.828280866146088

00:16:00.510 --> 00:16:01.830 He said, OK, well,

NOTE Confidence: 0.828280866146088

00:16:01.830 --> 00:16:04.470 let's look in the in our implantable tumors.
NOTE Confidence: 0.828280866146088

00:16:04.470 --> 00:16:06.794 And let's ask whether or not competitive
NOTE Confidence: 0.828280866146088

00:16:06.794 --> 00:16:08.902 deals with in this contest expressed
NOTE Confidence: 0.828280866146088

00:16:08.902 --> 00:16:11.352 PD L1 so big Englehart had already
NOTE Confidence: 0.828280866146088

00:16:11.418 --> 00:16:13.483 shown and we had seen ourselves that
NOTE Confidence: 0.828280866146088

00:16:13.483 --> 00:16:15.477 if you look at cutaneous lymphatic
NOTE Confidence: 0.828280866146088

00:16:15.477 --> 00:16:17.691 vasculature in the absence of any
NOTE Confidence: 0.828280866146088

00:16:17.691 --> 00:16:19.760 kind of challenge there fairly PD
NOTE Confidence: 0.828280866146088

00:16:19.760 --> 00:16:22.007 L one negative and that's what you
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NOTE Confidence: 0.828280866146088

00:16:22.007 --> 00:16:23.932 can see here in this black line.
NOTE Confidence: 0.828280866146088

00:16:23.940 --> 00:16:25.716 But what was really exciting to
NOTE Confidence: 0.828280866146088

00:16:25.716 --> 00:16:28.335 see was that if we look at the
NOTE Confidence: 0.828280866146088

00:16:28.335 --> 00:16:29.699 lymphatic endothelia cells here
NOTE Confidence: 0.828280866146088

00:16:29.699 --> 00:16:32.012 in Read that have been extracted
NOTE Confidence: 0.828280866146088

00:16:32.012 --> 00:16:33.972 from a tumor micro environment.
NOTE Confidence: 0.828280866146088

00:16:33.980 --> 00:16:37.445 They expressed elevated levels of PD L1.
NOTE Confidence: 0.828280866146088

00:16:37.450 --> 00:16:39.178 And this was distinct from the
NOTE Confidence: 0.828280866146088

00:16:39.178 --> 00:16:40.330 blood vasculature which actually
NOTE Confidence: 0.828280866146088

00:16:40.380 --> 00:16:41.568 expresses consecutive PDL.
NOTE Confidence: 0.828280866146088

00:16:41.570 --> 00:16:43.817 One and remains more or less unchanged
NOTE Confidence: 0.828280866146088

00:16:43.817 --> 00:16:45.499 by the tumor micro environment
NOTE Confidence: 0.828280866146088

00:16:45.499 --> 00:16:47.788 and what was really clear to us
NOTE Confidence: 0.828280866146088

00:16:47.788 --> 00:16:49.917 as we looked at them botic in
NOTE Confidence: 0.828280866146088

00:16:49.917 --> 00:16:52.348 ethereal cell PDL 1 / a range of
NOTE Confidence: 0.828280866146088
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00:16:52.348 --> 00:16:53.616 different tumor micro environments.
NOTE Confidence: 0.828280866146088

00:16:53.620 --> 00:16:56.028 We saw the the level of expression and
NOTE Confidence: 0.828280866146088

00:16:56.028 --> 00:16:58.328 the number of cells that were expressing
NOTE Confidence: 0.828280866146088

00:16:58.328 --> 00:17:01.120 it appeared to be tuned by context.
NOTE Confidence: 0.828280866146088

00:17:01.120 --> 00:17:03.740 And if you actually look across these
NOTE Confidence: 0.828280866146088

00:17:03.740 --> 00:17:05.757 models and you correlate the level
NOTE Confidence: 0.828280866146088

00:17:05.757 --> 00:17:07.850 of expression of PDL one with the
NOTE Confidence: 0.828280866146088

00:17:07.850 --> 00:17:09.787 numbers of infiltrating CD8T cells,
NOTE Confidence: 0.828280866146088

00:17:09.790 --> 00:17:11.776 you can see a nice correlation
NOTE Confidence: 0.828280866146088

00:17:11.776 --> 00:17:13.461 across these models which really
NOTE Confidence: 0.828280866146088

00:17:13.461 --> 00:17:15.869 suggested to us sort of in a sensing
NOTE Confidence: 0.828280866146088

00:17:15.869 --> 00:17:17.698 ability of the lymphatic endothelium
NOTE Confidence: 0.828280866146088

00:17:17.698 --> 00:17:19.894 to respond to the accumulation of
NOTE Confidence: 0.834909379482269

00:17:19.900 --> 00:17:21.388 Antigen, specific immune

NOTE Confidence: 0.834909379482269

00:17:21.388 --> 00:17:23.868 response and activate PDL 1.

NOTE Confidence: 0.834909379482269

00:17:23.870 --> 00:17:26.495 But the really important first question was,
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NOTE Confidence: 0.834909379482269

00:17:26.500 --> 00:17:29.524 is there any reason to think that an
NOTE Confidence: 0.834909379482269

00:17:29.524 --> 00:17:31.571 onomatopoetic non tumor source of
NOTE Confidence: 0.834909379482269

00:17:31.571 --> 00:17:34.007 PDL one is relevant for antitumor
NOTE Confidence: 0.834909379482269

00:17:34.007 --> 00:17:36.461 immunity and so we decided to take
NOTE Confidence: 0.834909379482269

00:17:36.461 --> 00:17:38.532 a bone marrow chimera approach to.
NOTE Confidence: 0.834909379482269

00:17:38.532 --> 00:17:40.036 To answer that question,

NOTE Confidence: 0.834909379482269

00:17:40.040 --> 00:17:41.540 Ryan generated bone marrow
NOTE Confidence: 0.834909379482269

00:17:41.540 --> 00:17:42.665 chimeras using PDL.

NOTE Confidence: 0.834909379482269

00:17:42.670 --> 00:17:44.608 One knockout mice such that in
NOTE Confidence: 0.834909379482269

00:17:44.608 --> 00:17:47.319 red here PDL one was lost on non
NOTE Confidence: 0.834909379482269

00:17:47.319 --> 00:17:49.341 hematopoetic cells or in blue PDL
NOTE Confidence: 0.834909379482269

00:17:49.410 --> 00:17:52.134 one was lost in the hematopoietic
NOTE Confidence: 0.834909379482269

00:17:52.134 --> 00:17:53.950 compartment we implanted B16F-10
NOTE Confidence: 0.834909379482269

00:17:53.950 --> 00:17:56.392 urine melanomas which are PDL one
NOTE Confidence: 0.834909379482269

00:17:56.392 --> 00:17:58.880 expressing but known to be poor RE.
NOTE Confidence: 0.834909379482269
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00:17:58.880 --> 00:18:01.028 Ponders to single agent I mean
NOTE Confidence: 0.834909379482269

00:18:01.028 --> 00:18:03.180 checkpoint blockade and we got equal
NOTE Confidence: 0.834909379482269

00:18:03.180 --> 00:18:05.154 tumor growth in all our cameras.
NOTE Confidence: 0.834909379482269

00:18:05.160 --> 00:18:07.696 But if we actually looked at the T
NOTE Confidence: 0.834909379482269

00:18:07.696 --> 00:18:09.699 cell compartment within these animals,
NOTE Confidence: 0.834909379482269

00:18:09.700 --> 00:18:11.302 we were really intrigued to see

NOTE Confidence: 0.834909379482269

00:18:11.302 --> 00:18:13.029 that within the tumor infiltrating
NOTE Confidence: 0.834909379482269

00:18:13.029 --> 00:18:14.239 lymphocyte compartment,

NOTE Confidence: 0.834909379482269

00:18:14.240 --> 00:18:16.292 whether we lost PDL one onomatopoetic
NOTE Confidence: 0.834909379482269

00:18:16.292 --> 00:18:18.080 or amount of poetic cells.

NOTE Confidence: 0.834909379482269

00:18:18.080 --> 00:18:20.404 We saw this boost in overall proportion
NOTE Confidence: 0.834909379482269

00:18:20.404 --> 00:18:23.311 of CD T cells present and that of
NOTE Confidence: 0.834909379482269

00:18:23.311 --> 00:18:25.889 those PDT cell presence we saw this
NOTE Confidence: 0.834909379482269

00:18:25.889 --> 00:18:28.213 elevation of PD one as we would
NOTE Confidence: 0.834909379482269

00:18:28.213 --> 00:18:31.958 expect to see in the full knockout.
NOTE Confidence: 0.834909379482269

00:18:31.960 --> 00:18:32.656 Interesting Lee,
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NOTE Confidence: 0.834909379482269

00:18:32.656 --> 00:18:34.396 this seemed to be segregated

NOTE Confidence: 0.834909379482269

00:18:34.396 --> 00:18:35.440 by anatomic location,

NOTE Confidence: 0.834909379482269

00:18:35.440 --> 00:18:37.505 so if you actually looks in circulating
NOTE Confidence: 0.834909379482269

00:18:37.505 --> 00:18:39.620 populations in the hematopoietic knockout,
NOTE Confidence: 0.834909379482269

00:18:39.620 --> 00:18:41.355 this elevation and number was
NOTE Confidence: 0.834909379482269

00:18:41.355 --> 00:18:42.049 already present.

NOTE Confidence: 0.834909379482269

00:18:42.050 --> 00:18:44.437 We look in the spleen or the

NOTE Confidence: 0.834909379482269

00:18:44.437 --> 00:18:45.880 tumor draining lymph node,

NOTE Confidence: 0.834909379482269

00:18:45.880 --> 00:18:47.968 but not in an Onomatopoetic Control,
NOTE Confidence: 0.834909379482269

00:18:47.970 --> 00:18:49.740 which really suggested that the
NOTE Confidence: 0.834909379482269

00:18:49.740 --> 00:18:51.800 effect of non amounted poetic PDL.
NOTE Confidence: 0.834909379482269

00:18:51.800 --> 00:18:54.232 One seems to be limited to the
NOTE Confidence: 0.834909379482269

00:18:54.232 --> 00:18:55.744 tumor micro environment itself.
NOTE Confidence: 0.834909379482269

00:18:55.744 --> 00:18:58.975 I'm in order to sort of resolve more
NOTE Confidence: 0.834909379482269

00:18:58.975 --> 00:19:01.657 functional effect on the immune response.
NOTE Confidence: 0.834909379482269
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00:19:01.660 --> 00:19:04.126 We performed adoptive T cell transfer
NOTE Confidence: 0.834909379482269

00:19:04.126 --> 00:19:05.770 experiments where we activated
NOTE Confidence: 0.834909379482269

00:19:05.834 --> 00:19:07.766 antigen specific OT one T cells,
NOTE Confidence: 0.834909379482269

00:19:07.770 --> 00:19:09.680 transfer those into B16F-10 ova,
NOTE Confidence: 0.834909379482269

00:19:09.680 --> 00:19:11.208 expressing tumor bearing mice,
NOTE Confidence: 0.834909379482269

00:19:11.208 --> 00:19:13.118 and then asked whether or
NOTE Confidence: 0.834909379482269

00:19:13.118 --> 00:19:15.029 not these effector T cells,

NOTE Confidence: 0.834909379482269

00:19:15.030 --> 00:19:16.940 which would directly home to
NOTE Confidence: 0.834909379482269

00:19:16.940 --> 00:19:18.468 the tumor micro environment.
NOTE Confidence: 0.834909379482269

00:19:18.470 --> 00:19:20.445 We're capable of enhanced tumor
NOTE Confidence: 0.834909379482269

00:19:20.445 --> 00:19:23.049 control in the absence of PDL one,
NOTE Confidence: 0.834909379482269

00:19:23.050 --> 00:19:25.922 and what we saw in fact was that
NOTE Confidence: 0.834909379482269

00:19:25.922 --> 00:19:28.777 of course had aquatic loss of PDL.
NOTE Confidence: 0.834909379482269

00:19:28.780 --> 00:19:30.760 One had a significant effect.
NOTE Confidence: 0.834909379482269

00:19:30.760 --> 00:19:33.042 On the ability of these T cells
NOTE Confidence: 0.834909379482269

00:19:33.042 --> 00:19:34.640 to mediate tumor control,
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NOTE Confidence: 0.834909379482269

00:19:34.640 --> 00:19:36.410 but really interesting, of course,

NOTE Confidence: 0.834909379482269

00:19:36.410 --> 00:19:38.350 is not what aquatic compartment
NOTE Confidence: 0.834909379482269

00:19:38.350 --> 00:19:40.722 also seemed to be playing some

NOTE Confidence: 0.834909379482269

00:19:40.722 --> 00:19:42.527 role in limiting the effector

NOTE Confidence: 0.834909379482269

00:19:42.527 --> 00:19:44.380 T cell response in Vivo.

NOTE Confidence: 0.834909379482269

00:19:44.380 --> 00:19:45.684 And perhaps most strikingly,

NOTE Confidence: 0.834909379482269

00:19:45.684 --> 00:19:47.640 we then decided to take an

NOTE Confidence: 0.834909379482269

00:19:47.700 --> 00:19:49.420 immuno genic murine Melanoma.
NOTE Confidence: 0.834909379482269

00:19:49.420 --> 00:19:50.485 The younger 1.7,

NOTE Confidence: 0.834909379482269

00:19:50.485 --> 00:19:52.970 which we know is exquisitely sensitive to
NOTE Confidence: 0.834909379482269

00:19:53.031 --> 00:19:55.537 to checkpoint blockade as a single agent,
NOTE Confidence: 0.834909379482269

00:19:55.540 --> 00:19:57.736 and we're able to see now

NOTE Confidence: 0.834909379482269

00:19:57.736 --> 00:19:59.859 that in the absence of PDL,

NOTE Confidence: 0.834909379482269

00:19:59.860 --> 00:20:02.515 one on non amount of poetic cells that we
NOTE Confidence: 0.834909379482269

00:20:02.515 --> 00:20:05.256 were putting tumors essentially in stasis,
NOTE Confidence: 0.834909379482269
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00:20:05.260 --> 00:20:07.675 leading to really significant changes
NOTE Confidence: 0.834909379482269

00:20:07.675 --> 00:20:10.560 in tumor control in these mice.

NOTE Confidence: 0.834909379482269

00:20:10.560 --> 00:20:12.588 And so this suggested that yes,
NOTE Confidence: 0.834909379482269

00:20:12.590 --> 00:20:13.140 they not.

NOTE Confidence: 0.834909379482269

00:20:13.140 --> 00:20:14.515 Amount of product compartment may
NOTE Confidence: 0.834909379482269

00:20:14.515 --> 00:20:16.650 contribute to T cell dysfunction within
NOTE Confidence: 0.834909379482269

00:20:16.650 --> 00:20:18.330 the tumor microenvironment environment,
NOTE Confidence: 0.834909379482269

00:20:18.330 --> 00:20:21.034 and I'll remind you that from our analysis,
NOTE Confidence: 0.834909379482269

00:20:21.040 --> 00:20:22.388 the main expressing cells

NOTE Confidence: 0.834909379482269

00:20:22.388 --> 00:20:23.736 were really the endothelium.

NOTE Confidence: 0.834909379482269

00:20:23.740 --> 00:20:25.532 Both blood and lymphatic.

NOTE Confidence: 0.834909379482269

00:20:25.532 --> 00:20:26.876 So we were

NOTE Confidence: 0.880864977836609

00:20:26.880 --> 00:20:28.854 curious as to whether or not

NOTE Confidence: 0.880864977836609

00:20:28.854 --> 00:20:30.816 this was specific to the tumor.

NOTE Confidence: 0.880864977836609

00:20:30.820 --> 00:20:32.460 We presumed it was not,

NOTE Confidence: 0.880864977836609

00:20:32.460 --> 00:20:34.100 and we went through an,
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NOTE Confidence: 0.880864977836609

00:20:34.100 --> 00:20:35.755 looked at a variety of

NOTE Confidence: 0.880864977836609

00:20:35.755 --> 00:20:36.417 different inflammatory.

NOTE Confidence: 0.880864977836609

00:20:36.420 --> 00:20:39.248 Responses in specifically in skin in mice,
NOTE Confidence: 0.880864977836609

00:20:39.250 --> 00:20:41.344 we infected mice with vaccinia virus
NOTE Confidence: 0.880864977836609

00:20:41.344 --> 00:20:43.712 in the skin initiated delayed type
NOTE Confidence: 0.880864977836609

00:20:43.712 --> 00:20:45.520 hypersensitivity responses or induced
NOTE Confidence: 0.880864977836609

00:20:45.520 --> 00:20:48.136 in imiquimod based model of psoriasis
NOTE Confidence: 0.880864977836609

00:20:48.136 --> 00:20:50.664 and what you can appreciate is that
NOTE Confidence: 0.880864977836609

00:20:50.664 --> 00:20:53.515 in all three cases we see this really
NOTE Confidence: 0.880864977836609

00:20:53.515 --> 00:20:56.131 dramatic increase in PD L1 on the
NOTE Confidence: 0.880864977836609

00:20:56.131 --> 00:20:58.143 lymphatic endothelium within the
NOTE Confidence: 0.880864977836609

00:20:58.143 --> 00:21:01.064 inflamed skin and specifically not in
NOTE Confidence: 0.880864977836609

00:21:01.064 --> 00:21:02.680 Contra lateral distal compartments.
NOTE Confidence: 0.880864977836609

00:21:02.680 --> 00:21:04.966 Really suggesting that this was a
NOTE Confidence: 0.880864977836609

00:21:04.966 --> 00:21:07.170 lymphatic and a filial response.
NOTE Confidence: 0.880864977836609
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00:21:07.170 --> 00:21:10.710 To the accumulation of potent inflammation
NOTE Confidence: 0.880864977836609

00:21:10.710 --> 00:21:14.600 within that within that cutaneous space.
NOTE Confidence: 0.880864977836609

00:21:14.600 --> 00:21:16.255 These models also provided the
NOTE Confidence: 0.880864977836609

00:21:16.255 --> 00:21:17.910 opportunity to actually look at
NOTE Confidence: 0.880864977836609

00:21:17.967 --> 00:21:19.567 the kinetics of this response,

NOTE Confidence: 0.880864977836609

00:21:19.570 --> 00:21:21.550 which I think is really valuable.
NOTE Confidence: 0.880864977836609

00:21:21.550 --> 00:21:23.608 So we took the vaccinia virus model
NOTE Confidence: 0.880864977836609

00:21:23.608 --> 00:21:25.735 and we looked at the expression of
NOTE Confidence: 0.880864977836609

00:21:25.735 --> 00:21:27.959 PDL one overtime on both the blood
NOTE Confidence: 0.880864977836609

00:21:27.959 --> 00:21:30.305 endothelial cells as well as the
NOTE Confidence: 0.880864977836609

00:21:30.305 --> 00:21:32.473 lymphatic endothelia cells and you can
NOTE Confidence: 0.880864977836609

00:21:32.473 --> 00:21:34.790 see that again as I mentioned before,
NOTE Confidence: 0.880864977836609

00:21:34.790 --> 00:21:36.435 blended filial cells have some

NOTE Confidence: 0.880864977836609

00:21:36.435 --> 00:21:38.080 constituent of expression which is
NOTE Confidence: 0.880864977836609

00:21:38.137 --> 00:21:39.757 enhanced overtime in this model,
NOTE Confidence: 0.880864977836609

00:21:39.760 --> 00:21:41.280 but with the lymphatic endothelia
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NOTE Confidence: 0.880864977836609

00:21:41.280 --> 00:21:43.227 mu really see a cell population
NOTE Confidence: 0.880864977836609

00:21:43.227 --> 00:21:45.057 that goes from absolutely 0.
NOTE Confidence: 0.880864977836609

00:21:45.060 --> 00:21:47.447 Tt's almost 100% expressing PD L1 over
NOTE Confidence: 0.880864977836609

00:21:47.447 --> 00:21:49.670 the time course of this infection.
NOTE Confidence: 0.880864977836609

00:21:49.670 --> 00:21:51.728 And what we now, of course,
NOTE Confidence: 0.880864977836609

00:21:51.730 --> 00:21:53.510 is that this transition recruiting
NOTE Confidence: 0.880864977836609

00:21:53.510 --> 00:21:55.941 day three and a seven is exactly
NOTE Confidence: 0.880864977836609

00:21:55.941 --> 00:21:57.985 the time point at which we would
NOTE Confidence: 0.880864977836609

00:21:57.985 --> 00:22:00.072 be expecting the accumulation of
NOTE Confidence: 0.880864977836609

00:22:00.072 --> 00:22:02.227 a cytotoxic CD8T cell response.
NOTE Confidence: 0.880864977836609

00:22:02.230 --> 00:22:04.239 And so this suggested to us that
NOTE Confidence: 0.880864977836609

00:22:04.239 --> 00:22:06.127 perhaps the CDS8T cell and its
NOTE Confidence: 0.880864977836609

00:22:06.127 --> 00:22:07.737 effector molecules where the QQ
NOTE Confidence: 0.880864977836609

00:22:07.737 --> 00:22:09.227 leading to increased expression
NOTE Confidence: 0.880864977836609

00:22:09.227 --> 00:22:11.971 as one might expect based on our
NOTE Confidence: 0.880864977836609
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00:22:11.971 --> 00:22:14.758 understanding of PDL one biology.
NOTE Confidence: 0.880864977836609

00:22:14.760 --> 00:22:18.200 But we tested this specifically in two ways.
NOTE Confidence: 0.880864977836609

00:22:18.200 --> 00:22:18.599 First,

NOTE Confidence: 0.880864977836609

00:22:18.599 --> 00:22:20.993 we vaccinated are tumor bearing mice
NOTE Confidence: 0.880864977836609

00:22:20.993 --> 00:22:23.359 with an attenuated listeria vaccine,
NOTE Confidence: 0.880864977836609

00:22:23.360 --> 00:22:25.940 either expressing a matched tumor antigen,
NOTE Confidence: 0.880864977836609

00:22:25.940 --> 00:22:28.412 ovalbumin or not to generate non
NOTE Confidence: 0.880864977836609

00:22:28.412 --> 00:22:30.060 specific inflammation and boost

NOTE Confidence: 0.880864977836609

00:22:30.132 --> 00:22:32.387 CDS8T cell infiltration into tumors.
NOTE Confidence: 0.880864977836609

00:22:32.390 --> 00:22:35.498 In the absence of antigen recognition.
NOTE Confidence: 0.880864977836609

00:22:35.500 --> 00:22:38.492 And you can see were successful in their
NOTE Confidence: 0.880864977836609

00:22:38.492 --> 00:22:40.721 vaccines strategy and when we look at
NOTE Confidence: 0.880864977836609

00:22:40.721 --> 00:22:42.569 PDL one in the lymphatic endothelia
NOTE Confidence: 0.880864977836609

00:22:42.569 --> 00:22:45.096 you can see that it's really only

NOTE Confidence: 0.880864977836609

00:22:45.096 --> 00:22:48.105 elevated in the context of potent and
NOTE Confidence: 0.880864977836609

00:22:48.105 --> 00:22:50.390 boosted antigen specific immune responses.
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NOTE Confidence: 0.880864977836609

00:22:50.390 --> 00:22:53.070 We can do that using our adoptive T
NOTE Confidence: 0.880864977836609

00:22:53.070 --> 00:22:54.829 cell transfer therapy experimental
NOTE Confidence: 0.880864977836609

00:22:54.829 --> 00:22:56.350 therapy as well,

NOTE Confidence: 0.880864977836609

00:22:56.350 --> 00:22:59.115 where we activate OT one T cells,
NOTE Confidence: 0.880864977836609

00:22:59.120 --> 00:23:01.110 we transfer those into established.
NOTE Confidence: 0.880864977836609

00:23:01.110 --> 00:23:02.301 In this case,

NOTE Confidence: 0.880864977836609

00:23:02.301 --> 00:23:03.889 B16F-10 ova during melanomas,
NOTE Confidence: 0.880864977836609

00:23:03.890 --> 00:23:05.870 and then take those animals
NOTE Confidence: 0.880864977836609

00:23:05.870 --> 00:23:07.454 down seven days later,

NOTE Confidence: 0.880864977836609

00:23:07.460 --> 00:23:10.444 and what you see is that the lymphatic
NOTE Confidence: 0.880864977836609

00:23:10.444 --> 00:23:12.182 endothelia has really responded
NOTE Confidence: 0.880864977836609

00:23:12.182 --> 00:23:14.930 potently to the infiltration of these
NOTE Confidence: 0.880864977836609

00:23:14.930 --> 00:23:17.297 effector T cells and upregulated PD
NOTE Confidence: 0.880864977836609

00:23:17.297 --> 00:23:21.030 L1 as compared to two no transfer.
NOTE Confidence: 0.880864977836609

00:23:21.030 --> 00:23:23.228 And so I think you know the
NOTE Confidence: 0.880864977836609
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00:23:23.228 --> 00:23:24.701 obvious molecule here mediating
NOTE Confidence: 0.880864977836609

00:23:24.701 --> 00:23:26.549 this was interferon gamma,
NOTE Confidence: 0.880864977836609

00:23:26.550 --> 00:23:28.578 and indeed that is the case
NOTE Confidence: 0.880864977836609

00:23:28.578 --> 00:23:30.970 whether we look in our vaccinia,
NOTE Confidence: 0.880864977836609

00:23:30.970 --> 00:23:32.805 viral infected skin or in

NOTE Confidence: 0.880864977836609

00:23:32.805 --> 00:23:34.273 our tumor bearing animals,
NOTE Confidence: 0.880864977836609

00:23:34.280 --> 00:23:36.849 we see a dramatic reduction in PDL,
NOTE Confidence: 0.880864977836609

00:23:36.850 --> 00:23:38.480 one on lymphatic endothelia cells
NOTE Confidence: 0.880864977836609

00:23:38.480 --> 00:23:40.110 when the animals are treated
NOTE Confidence: 0.812137484550476

00:23:40.164 --> 00:23:41.760 with Interferon Gamma neutralizing
NOTE Confidence: 0.812137484550476

00:23:41.760 --> 00:23:43.755 antibodies and of course interferon
NOTE Confidence: 0.812137484550476

00:23:43.755 --> 00:23:45.319 gamma itself is sufficient.

NOTE Confidence: 0.812137484550476

00:23:45.320 --> 00:23:47.834 Let cultures in vitro to induce
NOTE Confidence: 0.812137484550476

00:23:47.834 --> 00:23:50.708 expression of PD L1 and it does
NOTE Confidence: 0.812137484550476

00:23:50.708 --> 00:23:53.298 so in a stat one mediated manner.
NOTE Confidence: 0.812137484550476

00:23:53.300 --> 00:23:55.540 And so, in the absence of having
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NOTE Confidence: 0.812137484550476

00:23:55.540 --> 00:23:58.087 the PDL one flox mouse is really
NOTE Confidence: 0.812137484550476

00:23:58.087 --> 00:24:00.355 gave us the opportunity to say,

NOTE Confidence: 0.812137484550476

00:24:00.360 --> 00:24:02.705 well we can now D couple lymphatic
NOTE Confidence: 0.812137484550476

00:24:02.705 --> 00:24:04.572 endothelia cell biology from cytotoxic
NOTE Confidence: 0.812137484550476

00:24:04.572 --> 00:24:06.567 community by removing the Interferon
NOTE Confidence: 0.812137484550476

00:24:06.567 --> 00:24:08.761 Gamma Receptor on epithelial cells to
NOTE Confidence: 0.812137484550476

00:24:08.761 --> 00:24:11.395 ask whether or not this allows for more
NOTE Confidence: 0.812137484550476

00:24:11.395 --> 00:24:13.620 persistent effective T cell immunity.
NOTE Confidence: 0.812137484550476

00:24:13.620 --> 00:24:16.260 And so we did that we generated lymphatic
NOTE Confidence: 0.812137484550476

00:24:16.260 --> 00:24:17.656 specific interferon gamma receptor
NOTE Confidence: 0.812137484550476

00:24:17.656 --> 00:24:19.684 knockouts first using the live one.
NOTE Confidence: 0.812137484550476

00:24:19.690 --> 00:24:21.993 Cree, we could show that lymphatic in
NOTE Confidence: 0.812137484550476

00:24:21.993 --> 00:24:24.005 Attilio cells extracted from those animals
NOTE Confidence: 0.812137484550476

00:24:24.005 --> 00:24:25.943 no longer could phosphorylate stat one
NOTE Confidence: 0.812137484550476

00:24:25.943 --> 00:24:28.109 in the presence of Interferon Gamma,
NOTE Confidence: 0.812137484550476
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00:24:28.110 --> 00:24:30.126 which is what you see here.

NOTE Confidence: 0.812137484550476

00:24:30.130 --> 00:24:32.188 While we maintain that responsiveness and
NOTE Confidence: 0.812137484550476

00:24:32.188 --> 00:24:34.508 all other cell types that we checked,
NOTE Confidence: 0.812137484550476

00:24:34.510 --> 00:24:36.638 we could show further that when we
NOTE Confidence: 0.812137484550476

00:24:36.638 --> 00:24:38.899 treat these cells with Interferon Gamma,
NOTE Confidence: 0.812137484550476

00:24:38.900 --> 00:24:40.922 where we normally see this nice
NOTE Confidence: 0.812137484550476

00:24:40.922 --> 00:24:42.270 expression of PDL one,

NOTE Confidence: 0.812137484550476

00:24:42.270 --> 00:24:44.346 that that's really completely lost in.
NOTE Confidence: 0.812137484550476

00:24:44.350 --> 00:24:47.158 In vitro and so we now have a really
NOTE Confidence: 0.812137484550476

00:24:47.158 --> 00:24:48.731 interesting tool to understand
NOTE Confidence: 0.812137484550476

00:24:48.731 --> 00:24:50.716 the interplay between cytotoxic T
NOTE Confidence: 0.812137484550476

00:24:50.716 --> 00:24:53.269 cells in lymphatic vessels in Bebo.
NOTE Confidence: 0.812137484550476

00:24:53.270 --> 00:24:54.640 And so we did that.

NOTE Confidence: 0.812137484550476

00:24:54.640 --> 00:24:56.320 I'm going to show you some work
NOTE Confidence: 0.812137484550476

00:24:56.320 --> 00:24:57.930 with the viral infection first,

NOTE Confidence: 0.812137484550476

00:24:57.930 --> 00:24:59.902 'cause I think it's a really nice.
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NOTE Confidence: 0.812137484550476

00:24:59.902 --> 00:25:02.200 A way to think about this model,
NOTE Confidence: 0.812137484550476

00:25:02.200 --> 00:25:05.053 and So what we did is we first looked
NOTE Confidence: 0.812137484550476

00:25:05.053 --> 00:25:07.909 at PDL one in vivo at these seven,
NOTE Confidence: 0.812137484550476

00:25:07.910 --> 00:25:09.898 which was our peak level of expression
NOTE Confidence: 0.812137484550476

00:25:09.898 --> 00:25:12.409 and you can see that in the absence
NOTE Confidence: 0.812137484550476

00:25:12.409 --> 00:25:14.004 of the Interferon gamma receptor
NOTE Confidence: 0.812137484550476

00:25:14.061 --> 00:25:16.021 that we dramatically reduce the
NOTE Confidence: 0.812137484550476

00:25:16.021 --> 00:25:17.981 ability of these lymphatic individual
NOTE Confidence: 0.812137484550476

00:25:17.990 --> 00:25:20.405 cells to produce PDL one during the
NOTE Confidence: 0.812137484550476

00:25:20.405 --> 00:25:22.210 course of this infection.

NOTE Confidence: 0.812137484550476

00:25:22.210 --> 00:25:24.842 It was really interesting is that this was
NOTE Confidence: 0.812137484550476

00:25:24.842 --> 00:25:26.809 associated with an enhanced pathology,
NOTE Confidence: 0.812137484550476

00:25:26.810 --> 00:25:29.288 so this is 10 days post infection.
NOTE Confidence: 0.812137484550476

00:25:29.290 --> 00:25:31.495 You can see that we have some
NOTE Confidence: 0.812137484550476

00:25:31.495 --> 00:25:33.180 thickening of the epidermis.

NOTE Confidence: 0.812137484550476
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00:25:33.180 --> 00:25:34.600 We have keratinocyte necrosis,
NOTE Confidence: 0.812137484550476

00:25:34.600 --> 00:25:36.020 enhanced accumulation of leukocytes,
NOTE Confidence: 0.812137484550476

00:25:36.020 --> 00:25:37.133 and dermal thickening,

NOTE Confidence: 0.812137484550476

00:25:37.133 --> 00:25:39.359 and really in what was a

NOTE Confidence: 0.812137484550476

00:25:39.359 --> 00:25:41.327 lot of work done by Ryan.

NOTE Confidence: 0.812137484550476

00:25:41.330 --> 00:25:43.460 He eventually really narrowed it down
NOTE Confidence: 0.812137484550476

00:25:43.460 --> 00:25:46.600 to an elevation in the number of T cells
NOTE Confidence: 0.812137484550476

00:25:46.600 --> 00:25:48.760 that were present within these tissue.
NOTE Confidence: 0.812137484550476

00:25:48.760 --> 00:25:50.530 Really over most other cell

NOTE Confidence: 0.812137484550476

00:25:50.530 --> 00:25:52.300 types that we looked at.

NOTE Confidence: 0.812137484550476

00:25:52.300 --> 00:25:54.065 We saw accumulation of both

NOTE Confidence: 0.812137484550476

00:25:54.065 --> 00:25:56.220 the force and CD 8 San.

NOTE Confidence: 0.812137484550476

00:25:56.220 --> 00:25:58.628 If we looked at a vaccinia specific
NOTE Confidence: 0.812137484550476

00:25:58.628 --> 00:26:00.850 response to be using Betar tetramer
NOTE Confidence: 0.812137484550476

00:26:00.850 --> 00:26:03.861 we saw almost a two fold increase in
NOTE Confidence: 0.812137484550476

00:26:03.861 --> 00:26:06.220 CD 8 positive beat our specific T
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NOTE Confidence: 0.812137484550476

00:26:06.220 --> 00:26:08.252 cells within these tissues and I'll
NOTE Confidence: 0.812137484550476

00:26:08.252 --> 00:26:10.280 remind you that these tissues are
NOTE Confidence: 0.812137484550476

00:26:10.349 --> 00:26:12.946 already incredibly inflamed to CDA T cells,
NOTE Confidence: 0.812137484550476

00:26:12.950 --> 00:26:15.798 and so this is really striking to me.
NOTE Confidence: 0.812137484550476

00:26:15.800 --> 00:26:18.299 What was perhaps more striking is that
NOTE Confidence: 0.812137484550476

00:26:18.299 --> 00:26:21.846 it did not help in any way to improve tumor.
NOTE Confidence: 0.812137484550476

00:26:21.850 --> 00:26:22.248 Sorry,

NOTE Confidence: 0.812137484550476

00:26:22.248 --> 00:26:23.044 antiviral control.

NOTE Confidence: 0.812137484550476

00:26:23.044 --> 00:26:25.830 And So what this really suggested to
NOTE Confidence: 0.812137484550476

00:26:25.899 --> 00:26:28.315 us is this idea that of course many
NOTE Confidence: 0.812137484550476

00:26:28.315 --> 00:26:30.588 others have think about all the time,
NOTE Confidence: 0.812137484550476

00:26:30.590 --> 00:26:32.402 which is that we must always

NOTE Confidence: 0.812137484550476

00:26:32.402 --> 00:26:34.038 maintain the production and rapid
NOTE Confidence: 0.812137484550476

00:26:34.038 --> 00:26:35.506 mobilization of protective immunity
NOTE Confidence: 0.812137484550476

00:26:35.506 --> 00:26:37.341 with our ability to return

NOTE Confidence: 0.86006110906601
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00:26:37.401 --> 00:26:38.589 to tissue homeostasis.

NOTE Confidence: 0.86006110906601

00:26:38.590 --> 00:26:40.974 And perhaps what we're seeing in this data
NOTE Confidence: 0.86006110906601

00:26:40.974 --> 00:26:43.810 is an inability to maintain that balance,
NOTE Confidence: 0.86006110906601

00:26:43.810 --> 00:26:45.898 and that by enhancing protective immunity,
NOTE Confidence: 0.86006110906601

00:26:45.900 --> 00:26:48.372 it's really at a cost of

NOTE Confidence: 0.86006110906601

00:26:48.372 --> 00:26:50.020 tissue structure and function.

NOTE Confidence: 0.86006110906601

00:26:50.020 --> 00:26:52.526 But what this data would also suggest
NOTE Confidence: 0.86006110906601

00:26:52.526 --> 00:26:55.208 is that there's now an opportunity to
NOTE Confidence: 0.86006110906601

00:26:55.208 --> 00:26:57.518 think about tipping this balance in
NOTE Confidence: 0.86006110906601

00:26:57.586 --> 00:26:59.946 the context of tumor immunotherapy.
NOTE Confidence: 0.86006110906601

00:26:59.950 --> 00:27:02.332 And might these animals now see
NOTE Confidence: 0.86006110906601

00:27:02.332 --> 00:27:03.920 improved antitumor immune control?
NOTE Confidence: 0.86006110906601

00:27:03.920 --> 00:27:06.536 And so we turned back to the Yammer
NOTE Confidence: 0.86006110906601

00:27:06.536 --> 00:27:08.073 1.7 immunogenic mirroring Melanoma
NOTE Confidence: 0.86006110906601

00:27:08.073 --> 00:27:10.503 line that again is very responsive
NOTE Confidence: 0.86006110906601

00:27:10.503 --> 00:27:13.049 to single agent checkpoint blockade.
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NOTE Confidence: 0.86006110906601

00:27:13.050 --> 00:27:15.466 We could see in these tumors now that
NOTE Confidence: 0.86006110906601

00:27:15.466 --> 00:27:18.069 in the absence of lymphatic interferon
NOTE Confidence: 0.86006110906601

00:27:18.069 --> 00:27:21.440 gamma receptor that these added filial cells.
NOTE Confidence: 0.86006110906601

00:27:21.440 --> 00:27:25.128 In the tumor failed to upregulate PDL 1.
NOTE Confidence: 0.86006110906601

00:27:25.130 --> 00:27:27.482 And what was really exciting to see

NOTE Confidence: 0.86006110906601

00:27:27.482 --> 00:27:29.960 was that this was functionally very

NOTE Confidence: 0.86006110906601

00:27:29.960 --> 00:27:32.290 relevant that tumors implanted into
NOTE Confidence: 0.86006110906601

00:27:32.290 --> 00:27:34.738 these mice exhibited more tumor,

NOTE Confidence: 0.86006110906601

00:27:34.740 --> 00:27:37.122 more immune control then those implanted
NOTE Confidence: 0.86006110906601

00:27:37.122 --> 00:27:39.340 into the Cree negative controls,

NOTE Confidence: 0.86006110906601

00:27:39.340 --> 00:27:42.280 and then that sort of stabilization of
NOTE Confidence: 0.86006110906601

00:27:42.280 --> 00:27:45.607 tumor growth was dependent upon CD T cells,
NOTE Confidence: 0.86006110906601

00:27:45.610 --> 00:27:48.118 because when we depleted these cells,
NOTE Confidence: 0.86006110906601

00:27:48.120 --> 00:27:50.628 which is shown here in green,

NOTE Confidence: 0.86006110906601

00:27:50.630 --> 00:27:53.870 we completely rescued tumor growth kinetics.
NOTE Confidence: 0.86006110906601
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00:27:53.870 --> 00:27:56.824 Ryan confirmed this in a second pre.
NOTE Confidence: 0.86006110906601

00:27:56.830 --> 00:27:59.511 This is now an inducible Creed driven
NOTE Confidence: 0.86006110906601

00:27:59.511 --> 00:28:02.862 by prox one where we see really very
NOTE Confidence: 0.86006110906601

00:28:02.862 --> 00:28:05.501 very similar results which is this
NOTE Confidence: 0.86006110906601

00:28:05.501 --> 00:28:08.623 delayed tumor growth and sort of stasis
NOTE Confidence: 0.86006110906601

00:28:08.623 --> 00:28:11.004 in aggregate that leads to improved
NOTE Confidence: 0.86006110906601

00:28:11.004 --> 00:28:13.686 control and so this is really the

NOTE Confidence: 0.86006110906601

00:28:13.686 --> 00:28:16.710 first data to my knowledge that in vivo
NOTE Confidence: 0.86006110906601

00:28:16.710 --> 00:28:19.668 disrupted lymphatic vessel intrinsic biology,
NOTE Confidence: 0.86006110906601

00:28:19.670 --> 00:28:21.815 independent of its proliferative growth
NOTE Confidence: 0.86006110906601

00:28:21.815 --> 00:28:23.960 and demonstrated Anna direct effect.
NOTE Confidence: 0.86006110906601

00:28:23.960 --> 00:28:27.965 On the accumulation and functionality
NOTE Confidence: 0.86006110906601

00:28:27.965 --> 00:28:31.970 of a factor immune responses.

NOTE Confidence: 0.86006110906601

00:28:31.970 --> 00:28:35.138 I just want to make this one last point,
NOTE Confidence: 0.86006110906601

00:28:35.140 --> 00:28:37.471 which is that we do not know if in
NOTE Confidence: 0.86006110906601

00:28:37.471 --> 00:28:40.456 fact PD L1 on the endothelium might be
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NOTE Confidence: 0.86006110906601

00:28:40.456 --> 00:28:42.530 working through antigen presentation,
NOTE Confidence: 0.86006110906601

00:28:42.530 --> 00:28:44.792 but we do know that lymphatic
NOTE Confidence: 0.86006110906601

00:28:44.792 --> 00:28:46.666 endothelia cells can present Antigen
NOTE Confidence: 0.86006110906601

00:28:46.666 --> 00:28:49.357 and this is work that we did back with
NOTE Confidence: 0.86006110906601

00:28:49.424 --> 00:28:51.698 Melody Swartz where we showed that.
NOTE Confidence: 0.86006110906601

00:28:51.700 --> 00:28:52.064 Uh,

NOTE Confidence: 0.86006110906601

00:28:52.064 --> 00:28:54.612 not a bit too am chimeras where
NOTE Confidence: 0.86006110906601

00:28:54.612 --> 00:28:57.474 we've lost all him out of poetic
NOTE Confidence: 0.86006110906601

00:28:57.474 --> 00:28:59.529 presentation that we still see

NOTE Confidence: 0.86006110906601

00:28:59.614 --> 00:29:02.698 presentation and activation of T cells,
NOTE Confidence: 0.86006110906601

00:29:02.700 --> 00:29:04.388 particularly when we overexpress
NOTE Confidence: 0.86006110906601

00:29:04.388 --> 00:29:06.076 edge of see OneDrive,

NOTE Confidence: 0.86006110906601

00:29:06.080 --> 00:29:07.772 Lymphangiogenesis and that lymphatic
NOTE Confidence: 0.86006110906601

00:29:07.772 --> 00:29:09.464 endothelia cells in vitro,

NOTE Confidence: 0.86006110906601

00:29:09.470 --> 00:29:10.613 or really good,

NOTE Confidence: 0.86006110906601
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00:29:10.613 --> 00:29:12.899 better than other sort of control
NOTE Confidence: 0.86006110906601

00:29:12.899 --> 00:29:16.095 lines at taking up an antigen that
NOTE Confidence: 0.86006110906601

00:29:16.095 --> 00:29:17.923 requires processing for presentation.
NOTE Confidence: 0.86006110906601

00:29:17.930 --> 00:29:20.174 And so there certainly is this

NOTE Confidence: 0.86006110906601

00:29:20.174 --> 00:29:22.729 idea out there that these cells
NOTE Confidence: 0.86006110906601

00:29:22.729 --> 00:29:25.184 could be cross presenting antigen.
NOTE Confidence: 0.86006110906601

00:29:25.190 --> 00:29:27.558 How all that works in the context of
NOTE Confidence: 0.86006110906601

00:29:27.558 --> 00:29:29.378 the Imperial system still remains
NOTE Confidence: 0.86006110906601

00:29:29.378 --> 00:29:31.308 to be really carefully tested,

NOTE Confidence: 0.86006110906601

00:29:31.310 --> 00:29:32.430 and so with that,

NOTE Confidence: 0.86006110906601

00:29:32.430 --> 00:29:34.921 I think what I've shown you today is
NOTE Confidence: 0.86006110906601

00:29:34.921 --> 00:29:37.532 all very consistent with the idea that
NOTE Confidence: 0.86006110906601

00:29:37.532 --> 00:29:39.467 inflammation itself is self limiting.
NOTE Confidence: 0.86006110906601

00:29:39.470 --> 00:29:41.510 What I think our work demonstrates,
NOTE Confidence: 0.86006110906601

00:29:41.510 --> 00:29:43.550 in addition to lots of other

NOTE Confidence: 0.86006110906601

00:29:43.550 --> 00:29:44.910 work by other people,
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NOTE Confidence: 0.86006110906601

00:29:44.910 --> 00:29:46.740 is that interferon gamma helps the
NOTE Confidence: 0.86006110906601

00:29:46.740 --> 00:29:48.392 threshold a response by activating
NOTE Confidence: 0.86006110906601

00:29:48.392 --> 00:29:50.262 can pensa Tori immune resolution
NOTE Confidence: 0.86006110906601

00:29:50.262 --> 00:29:52.389 mechanisms in multiple both cell types,
NOTE Confidence: 0.86006110906601

00:29:52.390 --> 00:29:53.630 both local and systemic,

NOTE Confidence: 0.86006110906601

00:29:53.630 --> 00:29:55.928 and this altogether is in crucial for
NOTE Confidence: 0.86006110906601

00:29:55.928 --> 00:29:58.178 maintaining the Fidelity of immune responses.
NOTE Confidence: 0.79868620634079

00:29:58.180 --> 00:30:01.148 We should I showed you today that non
NOTE Confidence: 0.79868620634079

00:30:01.148 --> 00:30:03.708 about aquatic PDL one limits effector
NOTE Confidence: 0.79868620634079

00:30:03.708 --> 00:30:06.324 T cell function into specifically in
NOTE Confidence: 0.79868620634079

00:30:06.403 --> 00:30:09.128 tumor micro environments that dermal
NOTE Confidence: 0.79868620634079

00:30:09.128 --> 00:30:11.853 lymphatic vessels and tumor associated
NOTE Confidence: 0.79868620634079

00:30:11.860 --> 00:30:14.140 lymphatic vessels are really exquisite
NOTE Confidence: 0.79868620634079

00:30:14.140 --> 00:30:16.422 sensors of local interferon gamma
NOTE Confidence: 0.79868620634079

00:30:16.422 --> 00:30:18.532 production and that by interrupting
NOTE Confidence: 0.79868620634079
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00:30:18.532 --> 00:30:21.010 the ability of the lymphatic desens
NOTE Confidence: 0.79868620634079

00:30:21.086 --> 00:30:23.426 accumulation of the cytotoxic immune
NOTE Confidence: 0.79868620634079

00:30:23.426 --> 00:30:26.326 responses we can actually drive more
NOTE Confidence: 0.79868620634079

00:30:26.326 --> 00:30:28.736 durable and persistent tumor control.
NOTE Confidence: 0.79868620634079

00:30:28.740 --> 00:30:32.763 In Marion Melanoma And with that I will stop.
NOTE Confidence: 0.79868620634079

00:30:32.770 --> 00:30:35.713 I want to thank you all very much for
NOTE Confidence: 0.79868620634079

00:30:35.713 --> 00:30:38.204 listening as I sort of resent this work.
NOTE Confidence: 0.79868620634079

00:30:38.210 --> 00:30:40.205 All this work was done at Oregon
NOTE Confidence: 0.79868620634079

00:30:40.205 --> 00:30:41.730 Health and Science University.

NOTE Confidence: 0.79868620634079

00:30:41.730 --> 00:30:43.330 We've since moved to NYU,

NOTE Confidence: 0.79868620634079

00:30:43.330 --> 00:30:45.810 but I'm grateful very much to all my
NOTE Confidence: 0.79868620634079

00:30:45.810 --> 00:30:48.176 colleagues at OHSU for all their support.
NOTE Confidence: 0.79868620634079

00:30:48.180 --> 00:30:48.688 Of course,

NOTE Confidence: 0.79868620634079

00:30:48.688 --> 00:30:51.103 Ryan Lane did all the work that I showed
NOTE Confidence: 0.79868620634079

00:30:51.103 --> 00:30:53.647 you today and that is project is being
NOTE Confidence: 0.79868620634079

00:30:53.647 --> 00:30:55.686 continued by Teddy Moody on to who is
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NOTE Confidence: 0.79868620634079

00:30:55.686 --> 00:30:57.834 a new student in the lab and I'd be
NOTE Confidence: 0.79868620634079

00:30:57.834 --> 00:30:59.959 happy to take all of your questions.
NOTE Confidence: 0.79868620634079

00:30:59.960 --> 00:31:00.510 Thank you.

NOTE Confidence: 0.813724398612976

00:31:01.640 --> 00:31:02.678 Thank you so

NOTE Confidence: 0.813724398612976

00:31:02.680 --> 00:31:04.400 much, Amanda. That was wonderful.
NOTE Confidence: 0.813724398612976

00:31:04.400 --> 00:31:05.438 Maybe I can

NOTE Confidence: 0.813724398612976

00:31:05.440 --> 00:31:06.469 start off actually,

NOTE Confidence: 0.813724398612976

00:31:06.470 --> 00:31:07.508 so I'm really

NOTE Confidence: 0.813724398612976

00:31:07.510 --> 00:31:08.539 interested in this.

NOTE Confidence: 0.813724398612976

00:31:08.540 --> 00:31:09.578 Finding that interferon

NOTE Confidence: 0.813724398612976

00:31:09.580 --> 00:31:11.300 gamma can actually limit anti
NOTE Confidence: 0.813724398612976

00:31:11.300 --> 00:31:13.372 tumor immunity. And of course a
NOTE Confidence: 0.813724398612976

00:31:13.372 --> 00:31:15.100 couple other groups have suggested
NOTE Confidence: 0.813724398612976

00:31:15.100 --> 00:31:17.170 similar things, although not with this
NOTE Confidence: 0.813724398612976

00:31:17.170 --> 00:31:18.895 mechanism. To my knowledge, Danny
NOTE Confidence: 0.813724398612976
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00:31:18.895 --> 00:31:20.959 Mens group or new medicines group.
NOTE Confidence: 0.841000914573669

00:31: