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> 1900-2030 (HAREE) FEE > harvard university (/1#5) ... > PD-1Function on T Cells in Spontaneous and Anti-PD-1-Mediated Autoimm. .

1E ProQuest FEIEIEIH T ¢ 6 e >

PD-1 Function on T Cells in Spontaneous and Anti-PD-1-Mediated Autoimmunity 3| 3ZMmILE
{8 Collier, Jenna Lynn (Collier, Jenna Lynn) 3RE Web of Science LS E
Harvard University 0
EHRAE: 2023 el
BFB: 2023-06-21 R
kSR Dissertation/Thesis
A CBESIIRER
Immune-related adverse events (irAEs) are a potentially life-threatening complication of PD-1 cancer immunotherapy in patients. A deeper understanding of irAEs is essential
to inform strategies to treat and monitor irAEs. This knowledge may also uncover information about the pathogenesis of spontaneously arising autoimmune diseases. In this
thesis, | investigated how anti-PD1 affects autoimmunity by undertaking two independent studies. First, I studied how the cellular states of diabetogenic T cells in anti-PD-1-
induced T1D differ from those in spontaneous T1D in non-obese diabetic (NOD) mice. Using a combination of scRNA-seq, TCR-seq, and flow cytometry studies, | identified
significant differences in the phenotype of diabetogenic T cells mediating anti-PD-1-induced T1D compared to spontaneous T1D. Anti-PD-1-induced T1D showed a
significantincrease in proliferative and terminally exhausted/effector-like CD8 + T cells, while spontaneous T1D is largely dominated by memory T cell subsets. Moreover, | Web of Science *WEE@E
determined that anti-PD-1 increases TCR sharing between the pancreas and periphery, which suggests that analysis of blood T cells may be an effective strategy to monitor
irAEs rather than relying on the autoimmune target organ. Secondly, | examined the effect of interactions of PD-1 and TIGIT on T cells in autoimmunity. Given the critical Web of Science (EFIREL
roles of conventional CD4 + T cells (Teon) and Treg in promoting and suppressing EAE, respectively, | analyzed the transcriptional profiles of CD4 + T cells in the spleen and
CNS of mice with EAE treated with anti-PD-1 at peak of disease and used the TCR as a molecular barcode to identify individual clonotypes. I found that anti-PD-1 exacerbated 0 0
disease by promoting clonotype expansion of Th1in the central nervous system (CNS) and reduced the proportion of Treg in the CNS that have shared TCRs in the spleen.
These findings suggest that anti-PD-1 reduces Treg in the CNS which allows for cl fon of er litogenic Tcon. Thus, using a combination of in vivo mouse 255 180 % 013 FES
models, transcriptomic, and phenotypic analyses, | have revealed the blood as a potential site for monitoring irAEs, identified differences in diabetogenic T cells in anti-PD-1- @
induced and spontaneous T1D; and determined differences in Treg and Tcon clonotypes in EAE in mice treated with anti-PD-1 versus controls.
. ; e TR
ISNHIFIE X ER
Immunology; Cellular biology; Oncology; Biology
{EE X
Autoimmunity; Anti-PD-1; T cells; Immunotherapy; Non-obese diabetic; Spontaneous T1D iEsRa:
i3 ProQuest™ Dissertations & Theses Citation
St Index

Harvard University, Medical Sciences, Massachusetts, United States
"
o BIYEE
ESHIRaES
FAZEI51E: Cell Biology; Immunology; Life Sciences & Biomedicine - Other Topics; Oncology
R EERAUITRPATEIETRE, & 2N
XEMER "E
iBFh: English
NS PQDT:68535803
ISBN: 9798377620716
SIF
Sharpe, Arlene
EREMR
Pillai, Shiv; Dougan, Michael; Kuchroo, Vijay; Hafler, David; Kissler, Stephan; Lichtman, Andrew
a8
&
Medical Sciences
FUER
Ph.D. (Doctoral)
PUFSR
2023
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Citation Indexes for Science

A New Dimension in Documentation

through Association of Ideas

“The uncritical citation of disputed
data by a writer, whether it be deliberate
or not, is a serious matter. Of course,
knowingly propagandizing unsubstanti-
ated claims is particularly abhorrent,
but just as many naive students may be
swayed by unfounded assertions pre-
sented by a writer who 1s unaware of the
criticisms. Buried in scholarly journals,
critical notes are increasingly likely to
be overlooked with the passage of time,
while the studies to which they pertain,
having been reported more widely, are

Eugene Garfield

approach to subject control of the litera-
ture of science. By virtue of its different
construction, it tends to bring together
material that would never be collated by
the usual subject indexing. It is best de-
scribed as an association-of-ideas index,
and it gives the reader as much leeway
as he requires. Suggestiveness through
association-of-ideas is offered by conven-
tional subject indexes but only within the
limits of a particular subject heading.

If one considers the book as the macro
unit of thought and the periodical article
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TR, Q
[0 1 Clinical features of patients infected with 2019 novel coronavirus in Wuhan, China 17,554
D
}’EﬁﬁﬁiE’iU%ﬂﬁ e Huang, CL; Wang, YM; (...); Cao, B
\2’ Feb 152020 | LANCET 395 (10223), pp.497-506 37
Aoty 2EVH
R B
Background A recent cluster of pneumonia cases in Wuhan, China, was caused by a novel betacoronavirus, the 2019 novel coronavirus (2019-nCoV).
|:| ¥ SiEslie 10,178 We report the epidemiological, clinical, laboratory, and radiological characteristics and treatment and clinical outcomes of these patients.

Methods All patients with suspected 2019-nCoV were admitted to a designated hospital in Wuhan. We prospecti .. BrEE
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(0 1 Hydroxychloroquine and azithromycin as a treatment of COVID-19: results of an open-label non-randomized clinical 2,952
trial 5 R
o S—fa
RhMCERIRTIE ~
) Gautret, P; Lagier, JC; (.); Raoult, D 20
st e =RV
T;&@ﬂmﬁ Jul 2020 | INTERNATIONAL JOURNAL OF ANTIMICROBIAL AGENTS  56(1) 2530
D ® BHE e 418 Background: Chloroquine and hydroxychloroquine have been found to be efficient on SARS-CoV-2, and reported to be efficient in Chinese COV-19
O & #=ieT 15 patients. We evaluate the effect of hydroxychloroquine on respiratory viral loads.
D B ShieY 1.900 Patients and methods: French Confirmed COVID-19 patients were included in a single arm protocol from early March to Marct ... BTREZ
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From today’s featured article In the news

The two submarines of the &-7 class, U-7 and (-2 were buil for the Austro- = The Social Democratic Party wins the most seats in the
Hungarian Navy. Constructed accerding to an American design, they were German federal election
launched in 1909, & diving chamber, wheels for traveling along the seabed, + Canadians Michael Spavor (oictured) and Michael Kovrig are
and other experimental features wrere tested extensively in sea trials. Their released from detention in China shortly after the release
== gasoline engines were replaced around the start of World War | over safety of Huawel executive Meng Wanthou from house arrest in
ek and efficiency concerns. The boats have been described by naval historians Canada.
Comeiti poct s obsolete by the time they were commissioned in 1911, Both submatines were mobilized briefly « The Liberal Party of Canada, led by hustin Truclezu, is re-
Recent changes «during the Balkan Wars, and otherwise served as raining boats before 1915, From 191510 1918 they elected 10 a minority government. Michee! Spevor
Upioad fie conducted reconnaissance cruises out of Trieste and Pola, though neither sank any enemy vessels « Former President of Algeria Abdelaziz Bouteflika dies at the age of 84,

during the war. Facing defeat in October 1918, the Austro-Hungarian government transferred the bulk
of its fleet, including these submarines, to the newly formed State of Slovenes, Croats and Serbs to
avoid having to hand s ships over 1o the Allied Powers, (Full article..)

Ongoing: COVID- 19 pandemic
Recent deaths: Roger Hunt « Caressing »
Freedman » Helmut Oberiander

harles W, Mills = Len Ashurst « Marcia

Recently festured: Lettuce » ransanginomys « British muclear tests at Marafinga Nominate an article
Archive » By email + More featured articles

Pkl On this day
widdra tem DR yoR o
Potimport September 29: Michaelmas (Western Chiistianity)

i «..that the artist Robert Srmithson suggested that the boulder in the center of his . " B

B — $ = i « 1714 - During the Russian occupation of Finland, z\ﬁi-‘\

i o/Spiral. I I ? :
version plece Eraken Crcle/Syira/ Hill plcturec) was 3 'waming from the lce Mae™? Ry | Cocacks Killod about 800 inhabltans of the island of
+ . hat the 1911 fire at the New York State Capitol destrayed over 700,000 items [ 3

. Halloto with aes SO

heid by the New York State Library, creating a “hole in [New York's] cultural
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dimensional honeycomb lattice, possesses many novel and unique physical and chemical properties because of its
unusual monolayer atomic structure. Graphene has received a great deal of attention in fundamental and applied
research. This review presents the current status of graphene synthesis, functionalization, and applications in chemistry.
Specifically, the use of graphene for the fabrication of chemically modified electrodes, the preparation of chemical
power sources, catalyst and medicinal matrices, and in gas sensors are summarized. Finally, further applications based
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The Nobel Prize in Physics 2010

Prize Motivation: "for groundbreaking experiments regarding the two-dimensional material graphene” more
Born: 21 October 1958, Sochi, Russia

Field: Condensed matter physics Material physics
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The Nobel Prize in Physics 2010

Prize Motivation: "for groundbreaking experiments regarding the two-dimensional material graphene” more
Born: 23 August 1974, Nizhny Tagil, Russia

Field: Condensed martter physics Material physics
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