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Elgiidating the Pathogenesis of Autoimmune Pituitary Disease Using Human iPS
Cells

Iguchi, Genzo

4,700,000
CTL
TCR HLA CTL iPS
PIT-1 in vitro
PIT-1

In this study, we successfully cloned specific CTLs from the peripheral
blood of patients with autoimmune pituitary disease and determined specific TCR, antigens, and HLA.
By co-culturing these specific CTLs with pituitary cells derived from the patients® iPS cells, we
successfully reproduced the pathology of anti-PIT-1 pituitary inflammation. This disease-specific in

vitro reconstitution model is the first of its kind as a model of human autoimmune disease. This
model enables the exploration of previously unexplored areas that were challenging in existing
research, allowing for the elucidation of disease mechanisms using a human cell model that did not
exist before. Furthermore, using this disease model, we successfully identified new molecular
pathways and established a screening system for drug treatments that inhibit cellular damage.

iPS PIT-1



ICI
HLA
iPS in vitro
iPS
in vitro
iPS
in vitro
Step iPS APO1
PIT-1 GFP
iPS
Step T
T T-reg
T T
IFN-y
ELISpot
FACS T
CD137(4-1BB) CD107a
VB 7.1
Step in vitro
iPS
T
PIT-
1 in vitro

Q0L

PIT-1 ACTH

iPS

)

RRISRN
F>-Tilz

(CO)

FUHLAZFOR T B4 LMRNRNTS—THE

in vitro

D in vitroBBHET VT
BN QIR D FEIECAEHERFT
1 in
vitro
[ PT1RmECTL IR — |
> QO PIT-18 141 & 1= Y
CD8 PIT-1 ©&® DE I
4 *
: 1
2
1-L
Day 100 o 00UM Day 100 o<
% A
Cleaved Caspase-3 PIT-1 %&”@@%
B fEEF1 BEE2 3 *
24 l
L o
Day 100 ﬂ Day 100 i o % %\ %rL
TFF
2 iPS PIT-1 CTL




in vitro
T
iPS PIT-
1 CTL
A HLA
class | in vitro
HLA
PIT-1
in vitro
1

CTL

PIT-1

MTRNR2LIC
AC073909
GAPDHES
MTRNR2L3

20 cxcL10

°
]
K GBP5
z 10 L, CXCL11
S
® . cXCLY Lo GEP1
o goe -
-8 0 8 fEE fEE2 BE

CDS PIT-1 Nuclei

JBRFIL HLAclass Wiff || 7 220> || S o020RUVA

29 -
1
n --- & g

| Cleaved Caspase-3 PIT-1 Nuclei |

JBRTAL HLA class Wik || 7FH %00 || o0 0RUVA

PIT- 1R8O SRS MR ER

CTL TCR
CTL iPS

iPS T
Cell Rep. 2020;32:10789%4.

iPS in vitro




15 15 0 0

Bando Hironori Yamamoto Masaaki Urai Shin Motomura Yuma Sasaki Yuriko Ohmachi Yuka 12
Kobatake Masaki Tsujimoto Yasutaka Oi-Yo Yuka Suzuki Masaki Yamamoto Naoki Takahashi

Michiko Fukuoka Hidenori lIguchi Genzo Ogawa Wataru

Fluctuations in plasma adrenocorticotropic hormone concentration may predict the onset of 2024

immune checkpoint inhibitor-related hypophysitis

Journal for ImmunoTherapy of Cancer

008634 e008634

DOl
10.1136/j itc-2023-008634

Urai Shin Watanabe Miki Bando Hironori Motomura Yuma Yamamoto Masaaki Tachihara Motoko 14

Kanzawa Maki Fukuoka Hidenori lguchi Genzo Ogawa Wataru

Paraneoplastic isolated adrenocorticotropic hormone deficiency revealed after immune checkpoint 2023

inhibitors therapy: new insights into anti-corticotroph antibody

Frontiers in Immunology 1284301
DOl

10.3389/fimmu.2023.1284301

Urai Shin Yamamoto Masaaki Yamamoto Naoki Suzuki Masaki Shichi Hiroki Kanie Keitaro 27

Fujita Yasunori Bando Hironori Fukuoka Hidenori Takahashi Michiko Iguchi Genzo Takahashi

Yutaka Ogawa Wataru

Newer parameters of the octreotide test in patients with acromegaly 2023

Pituitary 33 43
DOl

10.1007/s11102-023-01362-z

Kanzawa Maki Shichi Hiroki Kanie Keitaro Yamamoto Masaaki Yamamoto Naoki Tsujimoto 165

Yasutaka Bando Hironori lIguchi Genzo Kitano Shigehisa Inoshita Naoko Yamada Shozo Ogawa

Wataru Itoh Tomoo Fukuoka Hidenori

Effects of the Cortisol Milieu on Tumor-Infiltrating Immune Cells in Corticotroph Tumors 2024

Endocrinology bgae016
DOl

10.1210/endocr/bgae016




Urai Shin Ilguchi Genzo Kanie Keitaro Bando Hironori Yamamoto Masaaki Oi Yuka Kashitani 190

Yuya lida Keiji Kanzawa Maki Fukuoka Hidenori Takahashi Michiko Shintani Yasushi Ogawa

Wataru Takahashi Yutaka

Clinical features of anti-pituitary-specific transcription factor-1 (PIT-1) hypophysitis: a new 2023

aspect of paraneoplastic autoimmune condition

European Journal of Endocrinology K1 K7
DOl

10.1093/ejendo/1vadl79

Fujita Yasunori, Kamitani Fumika, Yamamoto Masaaki, Fukuoka Hidenori, Hirota Yushi, Nishiyama 7

Nobuharu, Goda Naho, Okada Yuko, Inaba Yuiko, Nakajima Hiroki, Kurematsu Yukako, Kanie Keitaro,

Shichi Hiroki, Urai Shin, Suzuki Masaki, Yamamoto Naoki, Bando Hironori, lguchi Genzo,

Takahashi Yutaka, Ogawa Wataru

Combined Hypophysitis and Type 1 Diabetes Mellitus Related to Immune Checkpoint Inhibitors 2023

Journal of the Endocrine Society bvad002
DOl

10.1210/jendso/bvad002

Ohmachi Yuka Urai Shin Bando Hironori Yokoi Jun Yamamoto Masaaki Kanie Keitaro Motomura 13

Yuma Tsujimoto Yasutaka Sasaki Yuriko Oi Yuka Yamamoto Naoki Suzuki Masaki Shichi

Hiroki lIguchi Genzo Uehara Natsumi Fukuoka Hidenori Ogawa Wataru

Case report: Late middle-aged features of FAM111A variant, Kenny?Caffey syndrome type 2- 2023

suggestive symptoms during a long follow-up

Frontiers in Endocrinology 1073173
DOl

10.3389/fendo.2022.1073173

Ozaki Hajime Suga Hidetaka Sakakibara Mayu Miyake Natsuki Miwata Tsutomu Taga Shiori 12

Nagai Takashi Kano Mayuko Mitsumoto Kazuki Miyata Takashi Kobayashi Tomoko Sugiyama

Mariko Onoue Takeshi Takagi Hiroshi Hagiwara Daisuke lIwama Shintaro Banno Ryoichi lIguchi

Genzo Takahashi Yutaka Arima Hiroshi

Differentiation of human induced pluripotent stem cells into hypothalamic vasopressin neurons 2022

with minimal exogenous signals and partial conversion to the naive state

Scientific Reports 17381

DOl
10.1038/s41598-022-22405-8




Bando Hironori Urai Shin Kanie Keitaro Sasaki Yuriko Yamamoto Masaaki Fukuoka Hidenori 13

Iguchi Genzo Camper Sally A.

Novel genes and variants associated with congenital pituitary hormone deficiency in the era of 2022

next-generation sequencing

Frontiers in Endocrinology 1008306
DOl

10.3389/fendo.2022.1008306

Bando Hironori Yamamoto Masaaki Takahashi Michiko Kanie Keitaro Sasaki Yuriko Oi Yuka 70

Tomofuji Seiji Hozumi Kaori Nishikage Seiji Urai Shin Yamamoto Naoki Suzuki Masaki Shichi

Hiroki lIguchi Genzo Fukuoka Hidenori Ogawa Wataru

Survey of glucocorticoid dose escalation in patients with adrenal insufficiency during the 2023

peri-COVID-19 vaccination period

Endocrine Journal 89 95
DOl

10.1507/endocrj .EJ22-0390

Inaba Yuiko Yamamoto Masaaki Urai Shin Suzuki Masaki Nishikage Seiji Kanzawa Maki Aoyama 12

Yayoi Kanda Tomonori Shigemura Katsumi Bando Hironori Ilguchi Genzo Nakamura Yasuhiro

Fujisawa Masato Imagawa Akihisa Fukuoka Hidenori Ogawa Wataru

Bilateral adrenal uptake of 1231 MIBG scintigraphy with mild catecholamine elevation, the 2022

diagnostic dilemma, and its characteristics

Scientific Reports 9276
DOl

10.1038/s41598-022-13132-1

Suzuki Masaki Urai Shin Fukuoka Hidenori Hirota Yushi Yamamoto Masaaki Okada Yuko 13

Yamamoto Naoki Shichi Hiroki Fujita Yasunori Kanie Keitaro Iguchi Genzo Takahashi Yutaka

Ogawa Wataru

Relation between the insulin lowering rate and changes in bone mineral density: Analysis among 2022

subtypes of type 1 diabetes mellitus

Journal of Diabetes Investigation 1585 1595

DOl
10.1111/jdi.13817




Shichi Hiroki Fukuoka Hidenori Kanzawa Maki Yamamoto Masaaki Yamamoto Naoki Suzuki 25

Masaki Urai Shin Matsumoto Ryusaku Kanie Keitaro Fujita Yasunori Bando Hironori Iguchi

Genzo Inoshita Naoko Yamada Shozo Takahashi Yutaka Ogawa Wataru

Responsiveness to DDAVP in Cushing’ s disease is associated with USP8 mutations through 2022

enhancing AVPR1B promoter activity

Pituitary 496 507
DOl

10.1007/s11102-022-01220-4

Yamamoto Naoki Urai Shin Fukuoka Hidenori Yamamoto Masaaki Yoshida Kenichi Suzuki Masaki 13

Shichi Hiroki Fujita Yasunori Kanie Keitaro Iguchi Genzo Takahashi Yutaka Ogawa Wataru

The Effect of Aging on Quality of Life in Acromegaly Patients Under Treatment 2022

Frontiers in Endocrinology 819330
DOl

10.3389/fendo.2022.819330

Kanie Keitaro Iguchi Genzo Bando Hironori Urai Shin Shichi Hiroki Fujita Yasunori 70

Matsumoto Ryusaku Suda Kentaro Yamamoto Masaaki Fukuoka Hidenori Ogawa Wataru Takahashi

Yutaka

Mechanistic insights into immune checkpoint inhibitor-related hypophysitis: a form of 2021

paraneoplastic syndrome

Cancer Immunology, Immunotherapy 3669 3677

DOl
10.1007/s00262-021-02955-y

16 3 0

KRT8

96

2023




PIT-1 2 9

96

2023

ACTH

96

2023

33 Update

2023

33 Update

2023




AGHD GHRT
33 Update
2023
Cushing NR3C1
33 Update
2023
32 Update
2022
iPS in vitro
95

2022




in vitro

95

2022

(AVP)

(FNDI)

in vitro

47

2022

in vitro

47

2022

94

2021




94

2021
PIT-1 1
31 Update
2021
PIT-1 1
22
2021

https://ww.kobe-u.ac.jp/research_at_kobe/NEWS/news/2021_05_24 01.html







