WEBVTT

NOTE duration:”01:05:04”

NOTE recognizability:0.801

NOTE language:en-us

NOTE Confidence: 0.6984148475

00:00:00.000 --> 00:00:02.382 It’s my great pleasure to introduce
NOTE Confidence: 0.6984148475

00:00:02.382 --> 00:00:06.340 Doctor Naresh, Carrie to Yale Yale grants.
NOTE Confidence: 0.6984148475

00:00:06.340 --> 00:00:08.435 Naresh completed his Bachelor of
NOTE Confidence: 0.6984148475

00:00:08.435 --> 00:00:10.530 Medicine and Bachelor of Surgery
NOTE Confidence: 0.6984148475

00:00:10.594 --> 00:00:12.426 at Government Government Medical
NOTE Confidence: 0.6984148475

00:00:12.426 --> 00:00:14.716 College where he also received.
NOTE Confidence: 0.6984148475

00:00:14.720 --> 00:00:17.210 Also received my in clinical pathology
NOTE Confidence: 0.6984148475

00:00:17.210 --> 00:00:20.562 he he then did his training in pathology
NOTE Confidence: 0.6984148475

00:00:20.562 --> 00:00:24.137 theology at the prestigious Jipmer Institute.
NOTE Confidence: 0.6984148475

00:00:24.140 --> 00:00:26.877 Nourish began his his anger at Tata
NOTE Confidence: 0.6984148475

00:00:26.877 --> 00:00:28.817 Memorial Hospital where he quickly
NOTE Confidence: 0.6984148475

00:00:28.817 --> 00:00:30.567 rose and banged to become.

NOTE Confidence: 0.6984148475

00:00:30.570 --> 00:00:33.100 Full professor in in pathology,

NOTE Confidence: 0.6984148475



00:00:33.100 --> 00:00:35.410 he moved in 2004 to London,

NOTE Confidence: 0.6984148475

00:00:35.410 --> 00:00:37.181 where he was a professor and a
NOTE Confidence: 0.6984148475

00:00:37.181 --> 00:00:38.858 professor in the cellular and

NOTE Confidence: 0.6984148475

00:00:38.858 --> 00:00:42.540 molecular pathology Imperial Condon.
NOTE Confidence: 0.6984148475

00:00:42.540 --> 00:00:46.818 In 2020 actually move the middle
NOTE Confidence: 0.6984148475

00:00:46.818 --> 00:00:47.949 to pandemic pandemic.

NOTE Confidence: 0.6984148475

00:00:47.950 --> 00:00:50.020 He professor and section head of
NOTE Confidence: 0.6984148475

00:00:50.020 --> 00:00:51.897 pathology in the Clinical Research
NOTE Confidence: 0.6984148475

00:00:51.897 --> 00:00:54.067 Division Vision Hutchinson Cancer Center
NOTE Confidence: 0.6984148475

00:00:54.067 --> 00:00:56.316 with appointment at the University
NOTE Confidence: 0.6984148475

00:00:56.316 --> 00:00:58.546 of Washington Department of Labor.
NOTE Confidence: 0.668894304

00:01:00.590 --> 00:01:02.782 Now Russia has authored over 250
NOTE Confidence: 0.668894304

00:01:02.782 --> 00:01:04.692 original manuscripts and use scripts
NOTE Confidence: 0.668894304

00:01:04.692 --> 00:01:07.050 with on the biology of lymphoma.
NOTE Confidence: 0.668894304

00:01:07.050 --> 00:01:09.246 Developing new items to improve lymphoma,
NOTE Confidence: 0.668894304

00:01:09.250 --> 00:01:12.208 lymphoma and the study of the



NOTE Confidence: 0.668894304

00:01:12.208 --> 00:01:13.687 lymphoma lymphoma microenvironment.
NOTE Confidence: 0.668894304

00:01:13.690 --> 00:01:15.205 His other research in research

NOTE Confidence: 0.668894304

00:01:15.205 --> 00:01:17.120 interest in a focus in lymphoma

NOTE Confidence: 0.668894304

00:01:17.120 --> 00:01:18.835 causing infectious agents which is
NOTE Confidence: 0.668894304

00:01:18.835 --> 00:01:21.348 the topic of his talk to talk today.
NOTE Confidence: 0.668894304

00:01:21.350 --> 00:01:23.588 In addition to his extensive scholarship,
NOTE Confidence: 0.668894304

00:01:23.590 --> 00:01:25.396 nourish has taken on leadership roles
NOTE Confidence: 0.668894304

00:01:25.396 --> 00:01:27.382 in several roles in several large

NOTE Confidence: 0.668894304

00:01:27.382 --> 00:01:29.202 internationals including our next edition
NOTE Confidence: 0.668894304

00:01:29.202 --> 00:01:32.026 of The Who in Hematopathology mythology.
NOTE Confidence: 0.668894304

00:01:32.026 --> 00:01:34.122 Atlas of Blood Cancer

NOTE Confidence: 0.668894304

00:01:34.122 --> 00:01:36.148 Genomics which has met him.

NOTE Confidence: 0.668894304

00:01:36.150 --> 00:01:38.380 Please join please join me in a rush to yell.
NOTE Confidence: 0.668894304

00:01:38.380 --> 00:01:38.970 Thank you,

NOTE Confidence: 0.856045399166667

00:01:39.940 --> 00:01:40.933 thank you Mina.

NOTE Confidence: 0.856045399166667



00:01:40.933 --> 00:01:43.250 It’s been a pleasure and thanks for
NOTE Confidence: 0.856045399166667

00:01:43.324 --> 00:01:45.690 inviting me and it gives me great
NOTE Confidence: 0.856045399166667

00:01:45.690 --> 00:01:47.340 pleasure to give this presentation.
NOTE Confidence: 0.856045399166667

00:01:47.340 --> 00:01:49.596 Obviously I would have loved to
NOTE Confidence: 0.856045399166667

00:01:49.596 --> 00:01:52.254 be there in person but under the
NOTE Confidence: 0.856045399166667

00:01:52.254 --> 00:01:53.942 current prevailing circumstances I
NOTE Confidence: 0.856045399166667

00:01:53.942 --> 00:01:56.727 think this is the best we can do.
NOTE Confidence: 0.856045399166667

00:01:56.730 --> 00:02:00.872 And I chose this topic of lymphoid
NOTE Confidence: 0.856045399166667

00:02:00.872 --> 00:02:03.456 proliferations in infectious agents.
NOTE Confidence: 0.856045399166667

00:02:03.460 --> 00:02:05.056 Because over a period of time though,
NOTE Confidence: 0.856045399166667

00:02:05.060 --> 00:02:07.628 my lymphoma research across many different
NOTE Confidence: 0.856045399166667

00:02:07.628 --> 00:02:10.140 types of lymphomas has gone ahead.
NOTE Confidence: 0.856045399166667

00:02:10.140 --> 00:02:11.736 This is something which I started with.
NOTE Confidence: 0.856045399166667

00:02:11.740 --> 00:02:14.188 My research started with a particular
NOTE Confidence: 0.856045399166667

00:02:14.188 --> 00:02:16.747 aspect of Epstein Barr virus in
NOTE Confidence: 0.856045399166667

00:02:16.747 --> 00:02:19.032 Hodgkin lymphoma and later on I've



NOTE Confidence: 0.856045399166667

00:02:19.032 --> 00:02:21.180 had opportunity to work on post
NOTE Confidence: 0.856045399166667

00:02:21.263 --> 00:02:23.934 transplant lymphoproliferative and
NOTE Confidence: 0.856045399166667

00:02:23.934 --> 00:02:26.304 then the HIV associated lymphomas
NOTE Confidence: 0.856045399166667

00:02:26.304 --> 00:02:28.790 and my interest in infectious agents
NOTE Confidence: 0.856045399166667

00:02:28.790 --> 00:02:31.451 and informers has been kept alive
NOTE Confidence: 0.856045399166667

00:02:31.451 --> 00:02:33.759 through these research opportunities.
NOTE Confidence: 0.856045399166667

00:02:33.760 --> 00:02:34.410 So.

NOTE Confidence: 0.8584335075

00:02:41.080 --> 00:02:43.840 So this was the first work of mine,
NOTE Confidence: 0.8584335075

00:02:43.840 --> 00:02:45.964 which really caught a lot of

NOTE Confidence: 0.8584335075

00:02:45.964 --> 00:02:48.130 attention but also gave me a
NOTE Confidence: 0.8584335075

00:02:48.130 --> 00:02:50.170 very good platform to continue my
NOTE Confidence: 0.8584335075

00:02:50.170 --> 00:02:52.487 research in the field of lymphomas.
NOTE Confidence: 0.8584335075

00:02:52.490 --> 00:02:55.802 And this was when we were looking
NOTE Confidence: 0.8584335075

00:02:55.802 --> 00:02:57.412 at Hodgkin lymphoma and that was
NOTE Confidence: 0.8584335075

00:02:57.412 --> 00:02:59.274 the early time when Eber in situ
NOTE Confidence: 0.8584335075



00:02:59.274 --> 00:03:00.778 hybridization had come into place and
NOTE Confidence: 0.8584335075

00:03:00.778 --> 00:03:02.326 then we were looking at proliferation.
NOTE Confidence: 0.8584335075

00:03:02.330 --> 00:03:04.146 At that time we didn’t use Key 67,
NOTE Confidence: 0.8584335075

00:03:04.150 --> 00:03:06.465 we were using something called
NOTE Confidence: 0.8584335075

00:03:06.465 --> 00:03:08.317 proliferation cell nuclear antigen
NOTE Confidence: 0.8584335075

00:03:08.320 --> 00:03:10.300 and thing that struck me was.
NOTE Confidence: 0.8584335075

00:03:10.300 --> 00:03:14.100 That Hodgkin’s which worry baby
NOTE Confidence: 0.8584335075

00:03:14.100 --> 00:03:16.880 positive those had a higher P CNA
NOTE Confidence: 0.8584335075

00:03:16.880 --> 00:03:19.779 expression in the Reed Sternberg cells.
NOTE Confidence: 0.8584335075

00:03:19.780 --> 00:03:22.556 And if you can see that those cases
NOTE Confidence: 0.8584335075

00:03:22.556 --> 00:03:25.004 those which were PC and a low had
NOTE Confidence: 0.8584335075

00:03:25.004 --> 00:03:27.548 nearly 50% cases for EBV negative
NOTE Confidence: 0.8584335075

00:03:27.548 --> 00:03:30.500 but those which were PC and a high
NOTE Confidence: 0.8584335075

00:03:30.500 --> 00:03:32.900 most of them worry be positive.
NOTE Confidence: 0.8584335075

00:03:32.900 --> 00:03:35.908 So then we let on to the hypothesis
NOTE Confidence: 0.8584335075

00:03:35.908 --> 00:03:38.556 thinking that expression of PC keeps



NOTE Confidence: 0.8584335075

00:03:38.556 --> 00:03:40.926 maintains the Reed Sternberg cells.
NOTE Confidence: 0.8584335075

00:03:40.930 --> 00:03:41.932 In cell cycle,

NOTE Confidence: 0.8584335075

00:03:41.932 --> 00:03:44.270 although it goes through a cell cycle
NOTE Confidence: 0.8584335075

00:03:44.341 --> 00:03:46.976 called endocytosis or endo reduplication,
NOTE Confidence: 0.8584335075

00:03:46.980 --> 00:03:49.536 but that makes the cells more
NOTE Confidence: 0.8584335075

00:03:49.536 --> 00:03:50.814 susceptible to chemotherapy.

NOTE Confidence: 0.8584335075

00:03:50.820 --> 00:03:53.186 And then we looked at the outcomes
NOTE Confidence: 0.8584335075

00:03:53.186 --> 00:03:55.109 in these patients and patients.
NOTE Confidence: 0.8584335075

00:03:55.110 --> 00:03:56.142 With EBV,

NOTE Confidence: 0.8584335075

00:03:56.142 --> 00:03:58.206 positive Hodgkin lymphoma did
NOTE Confidence: 0.8584335075

00:03:58.206 --> 00:04:00.826 exclude mean much better than
NOTE Confidence: 0.8584335075

00:04:00.826 --> 00:04:03.176 those which worry be negative.
NOTE Confidence: 0.8584335075

00:04:03.180 --> 00:04:03.582 Again.

NOTE Confidence: 0.8584335075

00:04:03.582 --> 00:04:06.798 If you look at subsequent to our publication,
NOTE Confidence: 0.8584335075

00:04:06.800 --> 00:04:08.600 there have been many other studies
NOTE Confidence: 0.8584335075



00:04:08.600 --> 00:04:10.145 which have come from different
NOTE Confidence: 0.8584335075

00:04:10.145 --> 00:04:11.993 parts of the world and different
NOTE Confidence: 0.8584335075

00:04:11.993 --> 00:04:13.958 people have had different reasons.
NOTE Confidence: 0.8584335075

00:04:13.960 --> 00:04:16.616 Some people have in many parts the Western.
NOTE Confidence: 0.8584335075

00:04:16.620 --> 00:04:18.804 You know Western Europe and in the US
NOTE Confidence: 0.8584335075

00:04:18.804 --> 00:04:21.198 people have shown that EBV positive disease.
NOTE Confidence: 0.8584335075

00:04:21.200 --> 00:04:22.236 How about Porter survival?

NOTE Confidence: 0.8584335075

00:04:22.236 --> 00:04:24.161 But in the setting of the developing
NOTE Confidence: 0.8584335075

00:04:24.161 --> 00:04:26.057 country with these patients are all
NOTE Confidence: 0.8584335075

00:04:26.057 --> 00:04:28.178 from India eBay be positive disease
NOTE Confidence: 0.8584335075

00:04:28.178 --> 00:04:30.410 had a superior survival to EBV,
NOTE Confidence: 0.8584335075

00:04:30.410 --> 00:04:32.174 negative disease and also.

NOTE Confidence: 0.8584335075

00:04:32.174 --> 00:04:34.820 And this was independent of patients
NOTE Confidence: 0.8584335075

00:04:34.890 --> 00:04:38.150 age and stage of Hodgkin lymphoma.
NOTE Confidence: 0.8584335075

00:04:38.150 --> 00:04:40.299 We also showed at the same time
NOTE Confidence: 0.8584335075

00:04:40.299 --> 00:04:43.860 that almost 98% I think only there



NOTE Confidence: 0.8584335075

00:04:43.860 --> 00:04:46.150 was only one case out of the 50
NOTE Confidence: 0.8584335075

00:04:46.150 --> 00:04:47.740 cases of pediatric Hodgkin lymphoma
NOTE Confidence: 0.8584335075

00:04:47.740 --> 00:04:49.436 which was even with negative the
NOTE Confidence: 0.8584335075

00:04:49.436 --> 00:04:51.350 rest of the 49 or 50 cases.

NOTE Confidence: 0.8584335075

00:04:51.350 --> 00:04:53.030 Bloody may be positive,

NOTE Confidence: 0.8584335075

00:04:53.030 --> 00:04:55.174 so you may be positive I'TI was is
NOTE Confidence: 0.8584335075

00:04:55.174 --> 00:04:57.338 very high in the pediatric setting,
NOTE Confidence: 0.8584335075

00:04:57.340 --> 00:05:00.084 especially in a developing

NOTE Confidence: 0.8584335075

00:05:00.084 --> 00:05:01.460 country like India.

NOTE Confidence: 0.8584335075

00:05:01.460 --> 00:05:04.220 So this was the first one which really
NOTE Confidence: 0.8584335075

00:05:04.295 --> 00:05:06.957 led on to this part of my research and
NOTE Confidence: 0.8584335075

00:05:06.957 --> 00:05:10.166 then I will take you through other areas,
NOTE Confidence: 0.8584335075

00:05:10.170 --> 00:05:12.726 partly from translational research and and
NOTE Confidence: 0.8584335075

00:05:12.726 --> 00:05:16.238 most and quite a lot of clinical aspects.
NOTE Confidence: 0.8584335075

00:05:16.240 --> 00:05:18.208 So if you look at infectious

NOTE Confidence: 0.8584335075



00:05:18.208 --> 00:05:19.520 agents in lymphoid proliferations,
NOTE Confidence: 0.8584335075

00:05:19.520 --> 00:05:21.278 we have a list of viruses.

NOTE Confidence: 0.8584335075

00:05:21.280 --> 00:05:23.240 EBV was the first to be recognized then.
NOTE Confidence: 0.8584335075

00:05:23.240 --> 00:05:25.536 Of course we have the Kaposi sarcoma virus,
NOTE Confidence: 0.8584335075

00:05:25.540 --> 00:05:27.796 or the human herpes type age.
NOTE Confidence: 0.8584335075

00:05:27.800 --> 00:05:29.945 Then hepatitis C and hepatitis
NOTE Confidence: 0.8584335075

00:05:29.945 --> 00:05:32.940 B virus human T cell leukemia.
NOTE Confidence: 0.8584335075

00:05:32.940 --> 00:05:35.664 Wireless one HTLV one and human
NOTE Confidence: 0.8584335075

00:05:35.664 --> 00:05:37.480 immunodeficiency virus or HIV,
NOTE Confidence: 0.8584335075

00:05:37.480 --> 00:05:39.526 but we can’t forget the bacteria
NOTE Confidence: 0.8584335075

00:05:39.526 --> 00:05:41.923 which can associated with them for
NOTE Confidence: 0.8584335075

00:05:41.923 --> 00:05:43.855 proliferations like the Helicobacter
NOTE Confidence: 0.8584335075

00:05:43.855 --> 00:05:45.787 campylobacter gorilla and chlamydia.
NOTE Confidence: 0.8584335075

00:05:45.790 --> 00:05:47.750 I’'m not going to be discussing these.
NOTE Confidence: 0.604118497777778

00:05:47.750 --> 00:05:49.694 I’ll primarily restrict my

NOTE Confidence: 0.604118497777778

00:05:49.694 --> 00:05:52.124 discussion to ebb and HP,
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NOTE Confidence: 0.604118497777778

00:05:52.130 --> 00:05:53.740 and partly I will touch on STL.
NOTE Confidence: 0.857521963

00:05:55.870 --> 00:05:57.490 So if you look at infectious
NOTE Confidence: 0.857521963

00:05:57.490 --> 00:05:58.570 agents in these disorders,
NOTE Confidence: 0.857521963

00:05:58.570 --> 00:06:01.162 we have a set of diseases where
NOTE Confidence: 0.857521963

00:06:01.162 --> 00:06:03.292 the infectious agent is present
NOTE Confidence: 0.857521963

00:06:03.292 --> 00:06:05.010 within the neoplastic cells.
NOTE Confidence: 0.857521963

00:06:05.010 --> 00:06:07.250 Classic examples that are EBV
NOTE Confidence: 0.857521963

00:06:07.250 --> 00:06:10.783 HHV 8 and HTLV one and there are
NOTE Confidence: 0.857521963

00:06:10.783 --> 00:06:12.938 others where infectious agents are
NOTE Confidence: 0.857521963

00:06:12.938 --> 00:06:14.942 present outside of the neoplastic
NOTE Confidence: 0.857521963

00:06:14.942 --> 00:06:16.846 cells like HIV like Helicobacter
NOTE Confidence: 0.857521963

00:06:16.846 --> 00:06:20.178 hepatitis virus C so on and so
NOTE Confidence: 0.857521963

00:06:20.178 --> 00:06:22.878 forth where the the tumor cell
NOTE Confidence: 0.857521963

00:06:22.878 --> 00:06:25.980 itself is not infected by the virus.
NOTE Confidence: 0.857521963

00:06:25.980 --> 00:06:27.707 And if you look at again,
NOTE Confidence: 0.857521963
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00:06:27.707 --> 00:06:29.996 this is a mix of different types
NOTE Confidence: 0.857521963

00:06:29.996 --> 00:06:31.680 of lymphoid proliferations.

NOTE Confidence: 0.857521963

00:06:31.680 --> 00:06:33.255 You have some acute and

NOTE Confidence: 0.857521963

00:06:33.255 --> 00:06:34.200 non malignant conditions,

NOTE Confidence: 0.857521963

00:06:34.200 --> 00:06:35.564 like the infectious mononucleosis
NOTE Confidence: 0.857521963

00:06:35.564 --> 00:06:37.610 we have heard about this and
NOTE Confidence: 0.857521963

00:06:37.668 --> 00:06:39.540 learned about this for many years.
NOTE Confidence: 0.857521963

00:06:39.540 --> 00:06:41.620 I'm not going to develop much time on
NOTE Confidence: 0.857521963

00:06:41.620 --> 00:06:43.838 this and then we have other chronic
NOTE Confidence: 0.857521963

00:06:43.838 --> 00:06:45.478 and non malignant or polyclonal
NOTE Confidence: 0.857521963

00:06:45.534 --> 00:06:47.739 diseases like chronic active infection,
NOTE Confidence: 0.857521963

00:06:47.740 --> 00:06:49.870 multicentric Castleman disease in the
NOTE Confidence: 0.857521963

00:06:49.870 --> 00:06:53.900 HIV studying and with HV-8 HTLV 1 carriers,
NOTE Confidence: 0.857521963

00:06:53.900 --> 00:06:56.220 States and associated gastritis.
NOTE Confidence: 0.857521963

00:06:56.220 --> 00:06:58.268 These are all polyclonal,

NOTE Confidence: 0.857521963

00:06:58.268 --> 00:06:59.804 non malignant proliferations.
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NOTE Confidence: 0.857521963

00:06:59.810 --> 00:07:00.366 Again,

NOTE Confidence: 0.857521963

00:07:00.366 --> 00:07:03.589 the question about malignancy and being
NOTE Confidence: 0.857521963

00:07:03.589 --> 00:07:07.101 non malignant it it gets into a grey
NOTE Confidence: 0.857521963

00:07:07.101 --> 00:07:09.618 area with with chronic active infection.
NOTE Confidence: 0.857521963

00:07:09.618 --> 00:07:12.335 We will discuss that and then we
NOTE Confidence: 0.857521963

00:07:12.335 --> 00:07:15.220 have what we currently call as

NOTE Confidence: 0.857521963

00:07:15.220 --> 00:07:16.280 polymorphic lymphoproliferative

NOTE Confidence: 0.857521963

00:07:16.280 --> 00:07:18.887 disorders and these these came to
NOTE Confidence: 0.857521963

00:07:18.887 --> 00:07:21.260 light and was best exemplified in the
NOTE Confidence: 0.857521963

00:07:21.333 --> 00:07:23.649 post transplant setting but now more
NOTE Confidence: 0.857521963

00:07:23.649 --> 00:07:26.458 and more we recognize this across other.
NOTE Confidence: 0.857521963

00:07:26.460 --> 00:07:27.984 Immune deficiency areas.

NOTE Confidence: 0.857521963

00:07:27.984 --> 00:07:32.036 Then we also have lymphomas allow quite a
NOTE Confidence: 0.857521963

00:07:32.036 --> 00:07:34.813 few are full blown lymphomas which many
NOTE Confidence: 0.857521963

00:07:34.813 --> 00:07:37.074 of these lymphomas look like what one
NOTE Confidence: 0.857521963
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00:07:37.074 --> 00:07:39.709 would see in an immune competent setting.
NOTE Confidence: 0.857521963

00:07:39.710 --> 00:07:42.813 So if you put them as those

NOTE Confidence: 0.857521963

00:07:42.813 --> 00:07:46.928 where the informatics agent is.
NOTE Confidence: 0.857521963

00:07:46.930 --> 00:07:49.085 Is always associated with the

NOTE Confidence: 0.857521963

00:07:49.085 --> 00:07:51.240 disease is likely be positive.

NOTE Confidence: 0.857521963

00:07:51.240 --> 00:07:53.890 Diffuse large B cell lymphoma
NOTE Confidence: 0.857521963

00:07:53.890 --> 00:07:55.492 lymphomatoid granulomatosis fibron
NOTE Confidence: 0.857521963

00:07:55.492 --> 00:07:57.660 associated DLBCL primary effusion.
NOTE Confidence: 0.857521963

00:07:57.660 --> 00:07:59.838 Lymphoma so on and so forth.
NOTE Confidence: 0.857521963

00:07:59.840 --> 00:08:03.025 All these diseases are always

NOTE Confidence: 0.857521963

00:08:03.025 --> 00:08:06.210 associated with the infectious agent.
NOTE Confidence: 0.857521963

00:08:06.210 --> 00:08:09.306 Then we have a set of diseases where.
NOTE Confidence: 0.857521963

00:08:09.310 --> 00:08:11.207 Some of them are proportion of them
NOTE Confidence: 0.857521963

00:08:11.207 --> 00:08:12.910 are associated with infectious agent,
NOTE Confidence: 0.857521963

00:08:12.910 --> 00:08:14.250 and the rest are not,

NOTE Confidence: 0.857521963

00:08:14.250 --> 00:08:16.020 and you have the marginal zone
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NOTE Confidence: 0.857521963

00:08:16.020 --> 00:08:18.010 lymphoma diffuse large B cell lymphoma,
NOTE Confidence: 0.857521963

00:08:18.010 --> 00:08:20.090 plasmablastic lymphoma, Burkitt lymphoma,
NOTE Confidence: 0.857521963

00:08:20.090 --> 00:08:21.650 plastic Hodgkin lymphoma,

NOTE Confidence: 0.857521963

00:08:21.650 --> 00:08:22.710 so on and so forth.

NOTE Confidence: 0.857521963

00:08:22.710 --> 00:08:25.027 There only a proportion of cases are
NOTE Confidence: 0.857521963

00:08:25.027 --> 00:08:27.160 in positive for the infectious agent
NOTE Confidence: 0.857521963

00:08:27.160 --> 00:08:29.659 then you have some cases where very
NOTE Confidence: 0.857521963

00:08:29.723 --> 00:08:31.631 rarely an association has been found
NOTE Confidence: 0.857521963

00:08:31.631 --> 00:08:33.920 like you as a follicular lymphoma.
NOTE Confidence: 0.857521963

00:08:33.920 --> 00:08:35.940 Rare follicular lymphoma sorry
NOTE Confidence: 0.857521963

00:08:35.940 --> 00:08:38.478 be associated in SL where you
NOTE Confidence: 0.857521963

00:08:38.478 --> 00:08:40.770 can have a hot skin like.

NOTE Confidence: 0.857521963

00:08:40.770 --> 00:08:41.604 Richter transformation,

NOTE Confidence: 0.857521963

00:08:41.604 --> 00:08:43.689 which can be be positive.

NOTE Confidence: 0.857521963

00:08:43.690 --> 00:08:45.190 Then you also have very rarely.
NOTE Confidence: 0.857521963
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00:08:45.190 --> 00:08:48.064 You can have another dominant optical
NOTE Confidence: 0.857521963

00:08:48.064 --> 00:08:50.960 lymphoma which is EBV associated.
NOTE Confidence: 0.857521963

00:08:50.960 --> 00:08:53.308 So I'm going to discuss these

NOTE Confidence: 0.857521963

00:08:53.308 --> 00:08:55.660 entities and these situations

NOTE Confidence: 0.857521963

00:08:55.660 --> 00:08:57.354 from different perspectives,

NOTE Confidence: 0.857521963

00:08:57.354 --> 00:09:00.114 partly and videology and pathogenesis.
NOTE Confidence: 0.857521963

00:09:00.120 --> 00:09:02.066 Then a few of the aspects of

NOTE Confidence: 0.857521963

00:09:02.066 --> 00:09:03.900 genomics and and immune aspects.
NOTE Confidence: 0.857521963

00:09:03.900 --> 00:09:06.220 Then we will spend a bit of time
NOTE Confidence: 0.857521963

00:09:06.220 --> 00:09:07.731 about apology and immunophenotype
NOTE Confidence: 0.857521963

00:09:07.731 --> 00:09:09.901 diagnosis or the criteria for

NOTE Confidence: 0.857521963

00:09:09.901 --> 00:09:12.043 diagnosis how these impact on
NOTE Confidence: 0.857521963

00:09:12.043 --> 00:09:13.963 classification and how these impact
NOTE Confidence: 0.857521963

00:09:13.963 --> 00:09:16.930 on outcomes and follow up.

NOTE Confidence: 0.857521963

00:09:16.930 --> 00:09:17.742 So first,

NOTE Confidence: 0.857521963

00:09:17.742 --> 00:09:20.990 if we take Epstein Barr virus and Burkitt
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NOTE Confidence: 0.687214403636364

00:09:21.073 --> 00:09:23.950 lymphoma. This was Burkitt when he,
NOTE Confidence: 0.687214403636364

00:09:23.950 --> 00:09:26.020 in his initial descriptions and subsequent
NOTE Confidence: 0.687214403636364

00:09:26.020 --> 00:09:28.568 to that we appreciated the Burkitt lymphoma,
NOTE Confidence: 0.687214403636364

00:09:28.570 --> 00:09:31.192 the endemic form of Burkitt lymphoma
NOTE Confidence: 0.687214403636364

00:09:31.192 --> 00:09:35.191 is seen in a specific Equatorial band
NOTE Confidence: 0.687214403636364

00:09:35.191 --> 00:09:38.418 across the world which includes parts of
NOTE Confidence: 0.687214403636364

00:09:38.418 --> 00:09:41.047 South America and parts of Equatorial
NOTE Confidence: 0.687214403636364

00:09:41.047 --> 00:09:44.350 Africa and most of these are difficult.
NOTE Confidence: 0.687214403636364

00:09:44.350 --> 00:09:46.849 Look at the incidents even within Africa.
NOTE Confidence: 0.687214403636364

00:09:46.850 --> 00:09:49.671 You will see like places like Nigeria
NOTE Confidence: 0.687214403636364

00:09:49.671 --> 00:09:52.460 and Uganda which are within the band.
NOTE Confidence: 0.687214403636364

00:09:52.460 --> 00:09:55.508 Just be across the equator between the Tropic
NOTE Confidence: 0.687214403636364

00:09:55.508 --> 00:09:58.280 of Cancer and the Tropic of Capricorn.
NOTE Confidence: 0.687214403636364

00:09:58.280 --> 00:10:00.158 Those have a very high incidence,
NOTE Confidence: 0.687214403636364

00:10:00.160 --> 00:10:02.290 whereas outside of those areas,

NOTE Confidence: 0.687214403636364
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00:10:02.290 --> 00:10:04.000 like if you look at Namibia,

NOTE Confidence: 0.687214403636364

00:10:04.000 --> 00:10:07.258 if you look at Zimbabwe you have a lower
NOTE Confidence: 0.687214403636364

00:10:07.258 --> 00:10:10.067 incidence and again this is data from 1988.
NOTE Confidence: 0.687214403636364

00:10:10.067 --> 00:10:13.746 If you look at the current data it is
NOTE Confidence: 0.687214403636364

00:10:13.746 --> 00:10:15.811 slightly diluted and partly diluted
NOTE Confidence: 0.687214403636364

00:10:15.811 --> 00:10:18.429 and partly changed because of the HIV.
NOTE Confidence: 0.687214403636364

00:10:18.430 --> 00:10:20.789 Epidemic now in South Africa and Bob
NOTE Confidence: 0.687214403636364

00:10:20.789 --> 00:10:22.962 with the incidence might have gone
NOTE Confidence: 0.687214403636364

00:10:22.962 --> 00:10:25.164 higher because of the HIV association,
NOTE Confidence: 0.687214403636364

00:10:25.170 --> 00:10:29.020 but before the HIV epidemic one could
NOTE Confidence: 0.687214403636364

00:10:29.020 --> 00:10:32.574 see that Uganda and Nigeria had a much
NOTE Confidence: 0.687214403636364

00:10:32.574 --> 00:10:34.800 higher incidence compared to the rest
NOTE Confidence: 0.687214403636364

00:10:34.800 --> 00:10:36.920 of African countries and rest of the
NOTE Confidence: 0.687214403636364

00:10:36.920 --> 00:10:40.940 world and in endemic Burkitt lymphoma.
NOTE Confidence: 0.687214403636364

00:10:40.940 --> 00:10:42.878 Almost all cases are EBV positive,
NOTE Confidence: 0.687214403636364

00:10:42.880 --> 00:10:45.065 whereas outside the endemic areas
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NOTE Confidence: 0.687214403636364

00:10:45.065 --> 00:10:47.924 only about 25 to 30% REB positive.
NOTE Confidence: 0.687214403636364

00:10:47.924 --> 00:10:50.500 So if you look at it association
NOTE Confidence: 0.687214403636364

00:10:50.574 --> 00:10:52.119 within Berkman Firma,

NOTE Confidence: 0.687214403636364

00:10:52.120 --> 00:10:54.690 it’s gotta a differential geographic
NOTE Confidence: 0.687214403636364

00:10:54.690 --> 00:10:56.746 distribution like an African,

NOTE Confidence: 0.687214403636364

00:10:56.750 --> 00:10:57.352 nearly hundred.

NOTE Confidence: 0.687214403636364

00:10:57.352 --> 00:10:59.760 When I say Africa here in Equatorial Africa,
NOTE Confidence: 0.687214403636364

00:10:59.760 --> 00:11:02.140 nearly 100% of them are EBV positive,
NOTE Confidence: 0.687214403636364

00:11:02.140 --> 00:11:04.316 but as when you come outside of Africa,
NOTE Confidence: 0.687214403636364

00:11:04.320 --> 00:11:06.819 it varies from 25% to some areas,
NOTE Confidence: 0.687214403636364

00:11:06.820 --> 00:11:08.164 like in South America,

NOTE Confidence: 0.687214403636364

00:11:08.164 --> 00:11:10.794 where it can be nearly 50% in like
NOTE Confidence: 0.687214403636364

00:11:10.794 --> 00:11:12.329 in Mexico is around 50%,

NOTE Confidence: 0.687214403636364

00:11:12.330 --> 00:11:14.274 but in the he could in the belt
NOTE Confidence: 0.687214403636364

00:11:14.274 --> 00:11:16.559 that I showed you it can be higher
NOTE Confidence: 0.687214403636364
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00:11:16.559 --> 00:11:18.340 than 50% and the same thing is true
NOTE Confidence: 0.687214403636364

00:11:18.340 --> 00:11:20.029 if you look at Hodgkin lymphoma.
NOTE Confidence: 0.687214403636364

00:11:20.030 --> 00:11:22.472 And not all Hodgkin’s are associated
NOTE Confidence: 0.687214403636364

00:11:22.472 --> 00:11:24.302 with EBV, and if in Africa,

NOTE Confidence: 0.687214403636364

00:11:24.302 --> 00:11:25.567 again in the same regions,

NOTE Confidence: 0.687214403636364

00:11:25.570 --> 00:11:27.082 you will see most of them on

NOTE Confidence: 0.687214403636364

00:11:27.082 --> 00:11:27.730 eBay be positive,

NOTE Confidence: 0.687214403636364

00:11:27.730 --> 00:11:30.796 but outside of Africa and some parts
NOTE Confidence: 0.687214403636364

00:11:30.796 --> 00:11:33.704 of South America you have variable
NOTE Confidence: 0.687214403636364

00:11:33.704 --> 00:11:36.728 incidence of EB within the Hodgkin
NOTE Confidence: 0.687214403636364

00:11:36.728 --> 00:11:39.956 lymphoma in the classic Hodgkin lymphoma.
NOTE Confidence: 0.687214403636364

00:11:39.960 --> 00:11:43.240 So what all these things do tell us is easy.
NOTE Confidence: 0.687214403636364

00:11:43.240 --> 00:11:46.460 Be really relevant for neoplastic,
NOTE Confidence: 0.687214403636364

00:11:46.460 --> 00:11:47.564 for lymphoma Genesis.

NOTE Confidence: 0.687214403636364

00:11:47.564 --> 00:11:49.772 In any of these slim firms,

NOTE Confidence: 0.687214403636364

00:11:49.780 --> 00:11:51.436 so that has always been questioned,

20



NOTE Confidence: 0.687214403636364

00:11:51.440 --> 00:11:54.356 because not every single case of

NOTE Confidence: 0.687214403636364

00:11:54.356 --> 00:11:56.922 an EBV associated lymphoma is

NOTE Confidence: 0.687214403636364

00:11:56.922 --> 00:11:58.527 associated with Debbie.

NOTE Confidence: 0.687214403636364

00:11:58.530 --> 00:12:00.896 And again this has got an impact
NOTE Confidence: 0.687214403636364

00:12:00.896 --> 00:12:02.804 on the distribution of patients.

NOTE Confidence: 0.687214403636364

00:12:02.804 --> 00:12:06.064 Like if you look at EBV positive diseases
NOTE Confidence: 0.687214403636364

00:12:06.064 --> 00:12:09.424 from from England and here you can see.
NOTE Confidence: 0.687214403636364

00:12:09.430 --> 00:12:10.930 But even the positive disease,

NOTE Confidence: 0.687214403636364

00:12:10.930 --> 00:12:14.446 you get a very early peak in the in the very
NOTE Confidence: 0.687214403636364

00:12:14.446 --> 00:12:16.900 early on in the in the 1st and 2nd decades.
NOTE Confidence: 0.687214403636364

00:12:16.900 --> 00:12:18.598 You can have EBV positive disease.
NOTE Confidence: 0.687214403636364

00:12:18.600 --> 00:12:21.152 Then you have a a second peak around
NOTE Confidence: 0.687214403636364

00:12:21.152 --> 00:12:23.744 40 or 50 years and then a third

NOTE Confidence: 0.687214403636364

00:12:23.744 --> 00:12:26.208 peak in the 6th and 7th decade.

NOTE Confidence: 0.687214403636364

00:12:26.210 --> 00:12:28.082 Whereas when you look at EB

NOTE Confidence: 0.687214403636364
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00:12:28.082 --> 00:12:28.706 negative diseases,

NOTE Confidence: 0.687214403636364

00:12:28.710 --> 00:12:31.242 you have a single pick somewhere
NOTE Confidence: 0.687214403636364

00:12:31.242 --> 00:12:32.930 in the early adulthood

NOTE Confidence: 0.738222117333333

00:12:33.013 --> 00:12:36.235 between the 20s and 30s and then the
NOTE Confidence: 0.738222117333333

00:12:36.235 --> 00:12:39.630 incidence decreases and if you put them.
NOTE Confidence: 0.738222117333333

00:12:39.630 --> 00:12:41.670 Across the world, if you see you have
NOTE Confidence: 0.738222117333333

00:12:41.670 --> 00:12:43.926 so you got even the positive disease
NOTE Confidence: 0.738222117333333

00:12:43.926 --> 00:12:46.062 comes with three peaks and even with
NOTE Confidence: 0.738222117333333

00:12:46.062 --> 00:12:47.646 negative disease is a single peak.
NOTE Confidence: 0.738222117333333

00:12:47.650 --> 00:12:49.606 So many people have actually questioned.
NOTE Confidence: 0.738222117333333

00:12:49.610 --> 00:12:51.734 Purely based on epidemiology.

NOTE Confidence: 0.738222117333333

00:12:51.734 --> 00:12:54.389 Whether you have EBV positive,
NOTE Confidence: 0.738222117333333

00:12:54.390 --> 00:12:56.181 Hodgkin lymphoma ribbon,

NOTE Confidence: 0.738222117333333

00:12:56.181 --> 00:12:58.569 negative Hodgkin lymphoma similarly
NOTE Confidence: 0.738222117333333

00:12:58.570 --> 00:12:59.998 positive Burkitt lymphoma,

NOTE Confidence: 0.738222117333333

00:12:59.998 --> 00:13:02.854 EBV negative Burkitt lymphoma would be
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NOTE Confidence: 0.738222117333333

00:13:02.854 --> 00:13:05.955 the right way to classify these diseases.
NOTE Confidence: 0.738222117333333

00:13:05.960 --> 00:13:08.438 And again, now this kind of

NOTE Confidence: 0.738222117333333

00:13:08.438 --> 00:13:10.090 classification is getting some

NOTE Confidence: 0.738222117333333

00:13:10.166 --> 00:13:12.586 more traction because of genomics.
NOTE Confidence: 0.738222117333333

00:13:12.590 --> 00:13:14.942 And the same thing is true if you
NOTE Confidence: 0.738222117333333

00:13:14.942 --> 00:13:17.534 look at the HTLV 1 HTLV 1 positive
NOTE Confidence: 0.738222117333333

00:13:17.534 --> 00:13:19.736 aitl is again seen in specific

NOTE Confidence: 0.738222117333333

00:13:19.736 --> 00:13:21.408 areas across the world,

NOTE Confidence: 0.738222117333333

00:13:21.410 --> 00:13:24.672 but in today’s migration and and with
NOTE Confidence: 0.738222117333333

00:13:24.672 --> 00:13:27.364 the immigration that happens one should
NOTE Confidence: 0.738222117333333

00:13:27.364 --> 00:13:30.728 not be surprised if one sees an HTLV
NOTE Confidence: 0.738222117333333

00:13:30.728 --> 00:13:33.058 positive ATL outside these endemic
NOTE Confidence: 0.738222117333333

00:13:33.058 --> 00:13:36.670 areas like where I used to work in the UK.
NOTE Confidence: 0.738222117333333

00:13:36.670 --> 00:13:38.365 It was we used to

NOTE Confidence: 0.738222117333333

00:13:38.365 --> 00:13:40.060 frequently see cases of ATL.

NOTE Confidence: 0.738222117333333
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00:13:40.060 --> 00:13:41.935 Most of the patients were

NOTE Confidence: 0.738222117333333

00:13:41.935 --> 00:13:43.060 of Caribbean origin.

NOTE Confidence: 0.738222117333333

00:13:43.060 --> 00:13:45.256 And somewhere off of African origin,
NOTE Confidence: 0.738222117333333

00:13:45.260 --> 00:13:47.438 but most were of Caribbean knowledge.
NOTE Confidence: 0.738222117333333

00:13:47.440 --> 00:13:51.227 So similarly in the US there is.
NOTE Confidence: 0.738222117333333

00:13:51.230 --> 00:13:53.750 There are many cases of ATL
NOTE Confidence: 0.738222117333333

00:13:53.750 --> 00:13:55.646 which go underdiagnosed because
NOTE Confidence: 0.738222117333333

00:13:55.646 --> 00:13:59.342 it shall be one is not tested.

NOTE Confidence: 0.738222117333333

00:13:59.350 --> 00:14:01.843 If you look at when we come to pathogenesis
NOTE Confidence: 0.738222117333333

00:14:01.843 --> 00:14:04.290 of how does EBV contribute to the
NOTE Confidence: 0.738222117333333

00:14:04.290 --> 00:14:06.990 classic example is Burkitt lymphoma.
NOTE Confidence: 0.738222117333333

00:14:06.990 --> 00:14:08.670 Often we think that EBV doesn’t
NOTE Confidence: 0.738222117333333

00:14:08.670 --> 00:14:10.984 act on its own, along with EBV.
NOTE Confidence: 0.738222117333333

00:14:10.984 --> 00:14:13.372 You have cofactors like malaria and
NOTE Confidence: 0.738222117333333

00:14:13.372 --> 00:14:16.333 HIV which results in enhanced B
NOTE Confidence: 0.738222117333333

00:14:16.333 --> 00:14:18.325 cell activation and proliferation,
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NOTE Confidence: 0.738222117333333

00:14:18.330 --> 00:14:19.870 and when these activities going
NOTE Confidence: 0.738222117333333

00:14:19.870 --> 00:14:21.410 on in the general center,

NOTE Confidence: 0.738222117333333

00:14:21.410 --> 00:14:23.845 you have these translate translocation
NOTE Confidence: 0.738222117333333

00:14:23.845 --> 00:14:26.181 of immuno globulin and C.

NOTE Confidence: 0.738222117333333

00:14:26.181 --> 00:14:26.943 MYC occurs.

NOTE Confidence: 0.738222117333333

00:14:26.943 --> 00:14:29.610 Usually most of these cells are expected.
NOTE Confidence: 0.738222117333333

00:14:29.610 --> 00:14:30.486 Don’t die,

NOTE Confidence: 0.738222117333333

00:14:30.486 --> 00:14:33.552 but some of these cells because of
NOTE Confidence: 0.738222117333333

00:14:33.552 --> 00:14:36.318 Debbie Gene products can can survive
NOTE Confidence: 0.738222117333333

00:14:36.318 --> 00:14:38.742 and these gene products will suppress
NOTE Confidence: 0.738222117333333

00:14:38.742 --> 00:14:41.000 the appetite ossis program and these
NOTE Confidence: 0.738222117333333

00:14:41.000 --> 00:14:43.730 cells go on to become Burkitt lymphoma.
NOTE Confidence: 0.738222117333333

00:14:43.730 --> 00:14:44.374 Of course,

NOTE Confidence: 0.738222117333333

00:14:44.374 --> 00:14:46.306 this is a very simplistic view,

NOTE Confidence: 0.738222117333333

00:14:46.310 --> 00:14:49.030 but if you again look at the within,
NOTE Confidence: 0.738222117333333
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00:14:49.030 --> 00:14:51.206 if you look at the the breakpoints in
NOTE Confidence: 0.738222117333333

00:14:51.206 --> 00:14:53.561 the C MYC and in the immuno global
NOTE Confidence: 0.738222117333333

00:14:53.561 --> 00:14:55.714 engine you do see differences between
NOTE Confidence: 0.738222117333333

00:14:55.714 --> 00:14:58.486 African Burkitt lymphoma and the non
NOTE Confidence: 0.738222117333333

00:14:58.486 --> 00:15:00.354 endemic sporadic Burkitt lymphoma.
NOTE Confidence: 0.738222117333333

00:15:00.354 --> 00:15:02.714 In the African Burkitt lymphoma,
NOTE Confidence: 0.738222117333333

00:15:02.720 --> 00:15:04.852 the endemic Burkitt lymphoma
NOTE Confidence: 0.738222117333333

00:15:04.852 --> 00:15:07.517 within the immunoglobulin gene the
NOTE Confidence: 0.738222117333333

00:15:07.517 --> 00:15:10.117 the break is in the J region,

NOTE Confidence: 0.738222117333333

00:15:10.120 --> 00:15:11.692 whereas in the non endemic Burkitt
NOTE Confidence: 0.738222117333333

00:15:11.692 --> 00:15:13.400 lymphoma most of them have a break.
NOTE Confidence: 0.738222117333333

00:15:13.400 --> 00:15:14.528 In this which region.

NOTE Confidence: 0.738222117333333

00:15:14.528 --> 00:15:16.604 So when you put this on to

NOTE Confidence: 0.738222117333333

00:15:16.604 --> 00:15:17.860 the what could happen,

NOTE Confidence: 0.738222117333333

00:15:17.860 --> 00:15:20.870 where does the J region more

NOTE Confidence: 0.738222117333333

00:15:20.870 --> 00:15:22.310 susceptible for a translocation
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NOTE Confidence: 0.738222117333333

00:15:22.310 --> 00:15:24.518 it would appear that most of
NOTE Confidence: 0.738222117333333

00:15:24.518 --> 00:15:25.934 the African Burkitt lymphoma,
NOTE Confidence: 0.738222117333333

00:15:25.940 --> 00:15:27.625 the translocation is likely to
NOTE Confidence: 0.738222117333333

00:15:27.625 --> 00:15:29.310 happen in the bone marrow,
NOTE Confidence: 0.738222117333333

00:15:29.310 --> 00:15:31.470 whereas in most of the non endemic Burkitt.
NOTE Confidence: 0.738222117333333

00:15:31.470 --> 00:15:31.779 Comma,

NOTE Confidence: 0.738222117333333

00:15:31.779 --> 00:15:33.633 it should be happening in the
NOTE Confidence: 0.738222117333333

00:15:33.633 --> 00:15:35.450 germinal center when the class
NOTE Confidence: 0.738222117333333

00:15:35.450 --> 00:15:36.689 switch recombination occurs.
NOTE Confidence: 0.738222117333333

00:15:36.690 --> 00:15:39.126 So there are these kind of differences
NOTE Confidence: 0.738222117333333

00:15:39.126 --> 00:15:41.630 even at A at a genetic level.
NOTE Confidence: 0.738222117333333

00:15:41.630 --> 00:15:44.409 This was a recognized way back in
NOTE Confidence: 0.738222117333333

00:15:44.409 --> 00:15:48.550 the early late 90s and early 2000s.
NOTE Confidence: 0.907924388571429

00:15:48.550 --> 00:15:50.174 So with all these things in mind,
NOTE Confidence: 0.907924388571429

00:15:50.180 --> 00:15:53.029 so does how does EBV really contribute
NOTE Confidence: 0.907924388571429
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00:15:53.029 --> 00:15:55.240 to the pathogenesis of lymphomas?
NOTE Confidence: 0.907924388571429

00:15:55.240 --> 00:15:57.354 So I'm going to present to you
NOTE Confidence: 0.907924388571429

00:15:57.354 --> 00:15:59.254 three pieces of information of
NOTE Confidence: 0.907924388571429

00:15:59.254 --> 00:16:01.554 evidence which would support that.
NOTE Confidence: 0.907924388571429

00:16:01.560 --> 00:16:05.640 EB is crucial for lymphoma Genesis.
NOTE Confidence: 0.907924388571429

00:16:05.640 --> 00:16:07.752 We and others have shown that
NOTE Confidence: 0.907924388571429

00:16:07.752 --> 00:16:09.600 the association reduces the need
NOTE Confidence: 0.907924388571429

00:16:09.600 --> 00:16:11.084 for additional somatic mutations
NOTE Confidence: 0.907924388571429

00:16:11.084 --> 00:16:13.560 in the host genome for lymphoma,
NOTE Confidence: 0.907924388571429

00:16:13.560 --> 00:16:14.652 GENESIS 2 AKA,

NOTE Confidence: 0.907924388571429

00:16:14.652 --> 00:16:17.200 and we have also shown that that
NOTE Confidence: 0.907924388571429

00:16:17.277 --> 00:16:20.217 altered the genome is far more potent,
NOTE Confidence: 0.907924388571429

00:16:20.220 --> 00:16:23.584 and Informa Genesis than EBO
NOTE Confidence: 0.907924388571429

00:16:23.584 --> 00:16:25.360 which is not altered.

NOTE Confidence: 0.907924388571429

00:16:25.360 --> 00:16:27.971 Then we have also shown that type
NOTE Confidence: 0.907924388571429

00:16:27.971 --> 00:16:30.738 EB is far more oncogenic than
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NOTE Confidence: 0.907924388571429

00:16:30.738 --> 00:16:32.616 type BEPB and I will take you
NOTE Confidence: 0.907924388571429

00:16:32.616 --> 00:16:34.000 through these pieces of evidence.
NOTE Confidence: 0.907924388571429

00:16:34.000 --> 00:16:35.352 So currently what we?

NOTE Confidence: 0.907924388571429

00:16:35.352 --> 00:16:37.380 I believe is that when EBV
NOTE Confidence: 0.907924388571429

00:16:37.454 --> 00:16:39.710 infection occurs on a beat cell,
NOTE Confidence: 0.907924388571429

00:16:39.710 --> 00:16:42.062 most of these cells are under the
NOTE Confidence: 0.907924388571429

00:16:42.062 --> 00:16:43.965 control of teasel both CD four
NOTE Confidence: 0.907924388571429

00:16:43.965 --> 00:16:46.260 and CD 8 positive T cells and it
NOTE Confidence: 0.907924388571429

00:16:46.260 --> 00:16:48.000 goes into a steady state where
NOTE Confidence: 0.907924388571429

00:16:48.000 --> 00:16:49.722 you have a latent infection,
NOTE Confidence: 0.907924388571429

00:16:49.722 --> 00:16:52.278 very low level infection of memory
NOTE Confidence: 0.907924388571429

00:16:52.280 --> 00:16:54.570 B cells are persistent infection,
NOTE Confidence: 0.907924388571429

00:16:54.570 --> 00:16:56.946 but some change within the IBD
NOTE Confidence: 0.907924388571429

00:16:56.950 --> 00:16:58.534 is likely to happen,

NOTE Confidence: 0.907924388571429

00:16:58.534 --> 00:17:02.132 and this is important for making the cell
NOTE Confidence: 0.907924388571429
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00:17:02.132 --> 00:17:05.369 not susceptible to the T cell control.
NOTE Confidence: 0.907924388571429

00:17:05.370 --> 00:17:11.730 And giving rise to EBV positive lymphoma.
NOTE Confidence: 0.907924388571429

00:17:11.730 --> 00:17:12.678 So this is 1.

NOTE Confidence: 0.907924388571429

00:17:12.678 --> 00:17:15.506 This is a work which we did on
NOTE Confidence: 0.907924388571429

00:17:15.506 --> 00:17:17.510 posttransplant lymphoproliferative disorders,
NOTE Confidence: 0.907924388571429

00:17:17.510 --> 00:17:17.917 primarily.

NOTE Confidence: 0.907924388571429

00:17:17.917 --> 00:17:21.173 Here you can see these are EBP negative.
NOTE Confidence: 0.907924388571429

00:17:21.180 --> 00:17:22.830 This is a mutational landscape

NOTE Confidence: 0.907924388571429

00:17:22.830 --> 00:17:24.126 of EBV negative, diffuse,

NOTE Confidence: 0.907924388571429

00:17:24.126 --> 00:17:26.268 large B cell lymphoma and here is
NOTE Confidence: 0.907924388571429

00:17:26.268 --> 00:17:27.849 the mutational landscape of EBV.
NOTE Confidence: 0.907924388571429

00:17:27.850 --> 00:17:28.634 Positive, diffuse,

NOTE Confidence: 0.907924388571429

00:17:28.634 --> 00:17:31.378 large B cell lymphoma and you can
NOTE Confidence: 0.907924388571429

00:17:31.378 --> 00:17:33.406 easily recognize that the number
NOTE Confidence: 0.907924388571429

00:17:33.406 --> 00:17:35.758 of mutations seen in EBV positive
NOTE Confidence: 0.907924388571429

00:17:35.827 --> 00:17:38.214 DLBCL is far fewer than EB negative.
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NOTE Confidence: 0.907924388571429

00:17:38.220 --> 00:17:39.918 If you flash piece or lymphoma,
NOTE Confidence: 0.907924388571429

00:17:39.920 --> 00:17:42.548 thereby suggesting that if we can.
NOTE Confidence: 0.907924388571429

00:17:42.550 --> 00:17:46.246 Substitute the role of many driver gene
NOTE Confidence: 0.907924388571429

00:17:46.246 --> 00:17:50.188 mutations in the development of lymphoma.
NOTE Confidence: 0.907924388571429

00:17:50.190 --> 00:17:52.694 The same thing is true what we see
NOTE Confidence: 0.907924388571429

00:17:52.694 --> 00:17:54.396 what we saw in post transplant
NOTE Confidence: 0.907924388571429

00:17:54.396 --> 00:17:55.761 studying is also true outside

NOTE Confidence: 0.907924388571429

00:17:55.761 --> 00:17:57.450 of the post transplant study.

NOTE Confidence: 0.907924388571429

00:17:57.450 --> 00:17:58.788 When you look at me positive,

NOTE Confidence: 0.907924388571429

00:17:58.790 --> 00:18:00.310 diffuse large B cell lymphoma,

NOTE Confidence: 0.907924388571429

00:18:00.310 --> 00:18:01.402 there’s a lower mutational

NOTE Confidence: 0.907924388571429

00:18:01.402 --> 00:18:02.767 burden as compared to EBV.

NOTE Confidence: 0.907924388571429

00:18:02.770 --> 00:18:03.542 Negative issues,

NOTE Confidence: 0.907924388571429

00:18:03.542 --> 00:18:06.425 large piece of lymphoma and again EBV.
NOTE Confidence: 0.907924388571429

00:18:06.425 --> 00:18:08.650 Positivity is almost mutually exclusive
NOTE Confidence: 0.907924388571429
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00:18:08.650 --> 00:18:11.490 with mediate mutations or CD 79 eight
NOTE Confidence: 0.907924388571429

00:18:11.490 --> 00:18:13.930 mutations and often it involves the
NOTE Confidence: 0.907924388571429

00:18:13.930 --> 00:18:16.370 alterations in Africa be wind and
NOTE Confidence: 0.907924388571429

00:18:16.370 --> 00:18:18.989 L6 taxed at both way and there are
NOTE Confidence: 0.907924388571429

00:18:18.989 --> 00:18:20.854 some specific mutations that occur.
NOTE Confidence: 0.907924388571429

00:18:20.860 --> 00:18:23.305 Positive ITI fueled large pizza
NOTE Confidence: 0.907924388571429

00:18:23.305 --> 00:18:26.400 lymphoma which makes it quite unique.
NOTE Confidence: 0.907924388571429

00:18:26.400 --> 00:18:29.808 When you look at EBV positive
NOTE Confidence: 0.907924388571429

00:18:29.808 --> 00:18:31.512 Burkitt lymphoma similar.

NOTE Confidence: 0.907924388571429

00:18:31.520 --> 00:18:32.864 A similar trend occurs.

NOTE Confidence: 0.907924388571429

00:18:32.864 --> 00:18:34.208 The driver gene mutations

NOTE Confidence: 0.907924388571429

00:18:34.208 --> 00:18:35.899 may be positive bucketing for
NOTE Confidence: 0.907924388571429

00:18:35.899 --> 00:18:38.125 mice far fewer than he may be.
NOTE Confidence: 0.907924388571429

00:18:38.130 --> 00:18:39.570 Negative Burkitt lymphoma.
NOTE Confidence: 0.907924388571429

00:18:39.570 --> 00:18:40.530 Of course,

NOTE Confidence: 0.907924388571429

00:18:40.530 --> 00:18:42.870 other mutations within the which
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NOTE Confidence: 0.907924388571429

00:18:42.870 --> 00:18:45.210 are non driver mutations occurring
NOTE Confidence: 0.907924388571429

00:18:45.284 --> 00:18:47.486 as a result of activation induced
NOTE Confidence: 0.907924388571429

00:18:47.486 --> 00:18:50.200 cited in that is far more frequent
NOTE Confidence: 0.907924388571429

00:18:50.200 --> 00:18:51.784 in positive Burkitt lymphoma,

NOTE Confidence: 0.907924388571429

00:18:51.790 --> 00:18:53.445 again bringing to question that

NOTE Confidence: 0.907924388571429

00:18:53.445 --> 00:18:55.959 this may be because EBV gives a
NOTE Confidence: 0.907924388571429

00:18:55.959 --> 00:18:57.150 proliferative advantage within

NOTE Confidence: 0.907924388571429

00:18:57.150 --> 00:18:59.550 the germinal center and are those
NOTE Confidence: 0.907924388571429

00:18:59.550 --> 00:19:00.588 cells to survive,

NOTE Confidence: 0.907924388571429

00:19:00.590 --> 00:19:03.254 but the driver gene mutations are far fewer.
NOTE Confidence: 0.907924388571429

00:19:03.