afX £

Synthetic Biology Journal 2024 ,5000:1-16 2024 5 % 5 % 3 50X 8 | wnow.synbioj.com

S N B DOI: 10.12211/2096-8280.2023-102
R TR IR

IS o B 1R A B o R Sk

/7{#])%1 2.‘3’ iljﬁﬁl 4, 5

CEEEMAFHEAFR, §x 2111665 * HMTLER, #HM 2150065 ° HEERAFHMEARMNER, AN
215006; ' MREMAFAHAEFETFTREELAEELALLE, BE 211166; °* HAERA¥AFRTARSHEH
EHRBT, xR 211166)

BE: REREEMETASETHERIN=4AIMER, B RIMANNMRSERE. S0/ BEEF
B ESFERRXAGE, MNTUATREFNENFFREERFE . ERIIMAMZIRAVARNRE . KK
HERRFANBEEZWIN—FEEZFR, BEI BEHINERSMNERIRZEEN . ILFkR, FBERTEM

BERFOURAK, ARARRINETREFRRXAINERERE, BT RURRMGEIESREAR . X30K
RENEREARKE. 85, SORKMK. i, DR TER. NMIFIRRER R RERERERARL
BATERE, SEHEBEEZMSTAINA, FHESRNERENAEIGAIME, REEX. REKERSR
FAARAERRS . SUSINAN AEXINAVIEMRE, H G aiNZies B EMARAIGRIAFR P —ERN A,
Kigin: WEERE,; BEES, MAMUEST, ERRRA,; YL

*ﬁ%%' Q81 iﬁﬂ'ﬁuﬁf_’: A

Research progress of brain organoids in regenerative medicine
HONG Yuan" *°, LIU Yan" *°

('Gusu School, Nanjing Medical University, Nanjing211166, Jiangsu, China; “Suzhou Municipal Hospital, Suzhou 215006,
Jiangsu, China; ’The Afilicated Suzhou Hospital of Nanjing Medical University, Suzhou 215006, Jiangsu, China; ‘State Key
Laboratory of Reproductive Medicine and Offspring Health, Nanjing Medical University, Nanjing 21166, Jiangsu, China;
’Institution of Stem Cells and Neuroregeneration, Nanjing Medical University, Nanjing211166, Jiangsu, China)

Abstract: The brain, as the epicenter of human intelligence, sensation, and motor coordination, represents the
pinnacle of biological complexity. Despite its critical role, the availability of live human brain tissue for research is
fraught with challenges, impeding advancements in our understanding of the nervous system. Brain organoids are
sophisticated three-dimensional cultures derived from human pluripotent stem cells that emulate the diverse cellular
composition, structural intricacies, and functional attributes of the human brain. These organoids eclipse traditional two-
dimensional cultures and animal models in mirroring the brain's spatial organization and cellular interplay, bolstered by

a genetic congruence with their human counterparts. This congruence renders them particularly adept at modeling
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neuropsychiatric conditions and pioneering cell-based therapeutic interventions. Regenerative medicine, a confluence
of engineering and biological sciences, endeavors to restore tissues and organs compromised by aging, disease, or
trauma. However, the field grapples with limitations stemming from the scarcity of samples and ethical quandaries.
Brain organoid technology emerges as a formidable asset in this domain, offering expansive potential and profound
implications for scientific inquiry. Recent strides have seen the successful assembly of organoid models representing
various brain regions through the application of tissue engineering and directed differentiation. These models hold
promise for simulating neuropathological states and facilitating tissue repair. This article meticulously surveys the
cutting-edge methodologies for constructing organoids specific to brain regions such as the cerebral cortex,
hippocampus, striatum, midbrain, thalamus, hypothalamus, cerebellum, and retina. It delineates the principal
applications of brain organoids in regenerative medicine, encompassing injury simulation, exploration of inter-regional
and multi-lineage cellular dynamics, drug efficacy and toxicity assessments, and the potential for organoid
transplantation. Furthermore, the review addresses the prevailing obstacles in the application of brain organoids,
notably their pronounced variability, absence of vascularization, and developmental immaturity. In essence, this review
seeks to illuminate the organoid generation techniques tailored to discrete brain territories and their significance in
regenerative medicine's landscape. By probing into research poised to surmount the limitations of current models, it

aspires to broaden the horizons for brain organoids in both foundational research and clinical applications.
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Table 1 The differentiation methods of brain region-specific organoids
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