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Manned space exploration in China
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Onboard Sampllng

28-day automatic cell culture .

g m % Z %m &% % £ o ; Center for Radiation Biology

Suzhou Medical College of Soochow Uni 2o </ School of Radiation Medicine & Protection




Space radiation environment
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Space radiation environment
Difference in QUALITY: type & energy

Earth: Magnetic wave Space: HZE particles
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Space radiation environment
Difference in QUALITY: bioeffects
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Cancer risk of space radiation

Number of astronauts Source
/ control participants malignant neoplasms
195 (selected 1959 - 1991) 1 0.5 Peterson etal., 1993 N erfEn i @
195 (selected 1959 - 1991) 4 2.1 Hamm et al., 2000 |/ -~
.3]?.(1?.5.‘2'.2.999)........................lf‘............£4.-§....... Fisher 2003 i
: 928 LSAH comparison participants 26 28 : Fisher 2003 Sy | PO | 55 mision
o0 o0l 0l .’ 0 0

Absorbed Effective Fatal risk, % (95% Cl)
dose (Gy)*  dose(Sv)
Men (age 40years) ~ Women (age 40 years)
Lunar mission (180 days) 0.06 017 0-68% (0-20-2-4) 0-82% (0-24-3.0)
Mars orbit (600 days) 037 103 4:0% (1.0-135) 49% (14-16-2)
'Mars exploration (1000 days) 042 1.07 4-2%(1:3-13.6) 51%(1-6-16-4) = F

'IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII'

Calculations are at solar minimum, where GCR dose is highest behind a 5 g/cm’ aluminium shield. *Mean for tissues known to be
sensitive to radiation and at risk of cancer’ including lung, colon, stomach, bladder, bone marrow, and breast and ovaries in
women.* Competing causes of death are included in calculations because they decrease risk probabilities if high (ie, >5%).

Risk of cancer death (%)

Nature Rev Cancer, 2008

Table: Radiation risks for men and women on missions to the moon or Mars

Lancet, 2006
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ABSTRACT LSSR, 2018

Cancer is an important long-term risk for astronauts exposed to protons and high-energy charged
particles during travel and residence on asteroids, the moon, and other planets. NASA’s Biomedical Critical
Path Roadmap defines the carcinogenic risks of radiation exposure as one of four type I risks. A type I risk
represents a demonstrated, serious problem with no countermeasure concepts, and may be a potential
“show-stopper” for long duration spaceflight. Estimating the carcinogenic risks for humans who will be
exposed to heavy ions during deep space exploration has very large uncertainties at present. There are
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Cancer risk of space radiation

Breast
2261419 (11.7%)

Lung

Other cancers 2206 771 (11.4%)

7 116 263 (36.9%)

Incidence ...

Colorectum
573 278 (3%) 1931 590 (10%)
Thyroid Prostate
586 202 (3%) 1414 259 (7.3%)
Oesophagus Stomach
604 100 (3 1%) 1 089 103 (5.6%)
Cervix uteri Liver
604 127 (3.1%) 905 677 (4.7%)
Lung
1796 144 (18%)
Other cancers

2 904 039 (29.2%)

Leukaemia Colorectum
1" 4 (3.1%
311594 (3.1%) 935 173 (9.4%)
Cervix uteri
M rt I 't 341 831 (3.4%)
O a I y Prostate
375 304 (3.8%)

Liver
830 180 (8.3%)

Pancreas
466 003 (4.7%)

Stomach
768 793 (7.7%)

Oesophagus
544 076 (5.5%)

Breast
684 996 (6.9%)

Cancer: a killer
CA J Cancer Clin 2021
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23.6% new cases, 30% death in China

Chinese Med J-Peking 2021
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Cancer risk assessment

1. Risk assessment:

» NASA

» ESA, RSA, CSA, JAXA
> ICRP

R R (Sv)
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HE B 14 28 g 1 1 2 2
> B4 . 2 2 4 5
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Cancer rISk assessment

________________________________________________________________________________________________________________

| DATA INPUT DATA INPUT

Space environment +— _' Chinese genetics !
' Of CSS, Moon, Mars, | | -————— i iEpidemioIogicaI data |
;_or interstellar spg_i_gg______é _, Modeling of Modeling of (_  Experimental data |
U SMULATION | | | SPace environment | | Biological effects || g arion
Particle transport — ] | - Digital model of DNA,
ELCross session B ———— L_E?_!!__S____P__[Q_?ns body...

Risk assessment for carcinogenesis,
~ cardiovascular system, and others

Dose limits |
Evaluation prior space exploration 10
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Cancer risk assessment
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~ Cancer risk assessment

Radiation Quality

Transfer of Risk
Across Populations

Space Dosimetry ||

Errors in Human Data J

Microgravity and
Space Stressors

0 1 2 3 4 5 6
Fold Uncertainty
Nature Reviews Cancer, 2008 12
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Data we obtained

1. Effects of HZE particles:

Pei W, Zhou G*, et al. British Journal of Cancer 2025

Hu W, Zhou G*, et al. Cell Physiol Biochem 2018

Ding N, Zhou G*, et al. Advances in Space Research 2013
Su F, Zhou G*, et al. Radiation Oncology 2010

Zhou G, et al. Advances in Space Research 2010

2. Effects of mixed exposures:
Zhou G*, et al. Radiation Research 2006

x . 3. Combined effects of microgravity and radiation:

Z ; .9 Ding Y, HuU W, et al. NPJ microgravity 2025
sm G @ Tan S, HU W, et al. NPJ microgravity 2018
Py Xu D, Zhou G*, et al. J Radiat Res 2014

Hu W, Zhou G*, et al. J Radiat Res 2014
psm & €9

4. Bystander effects:
CSM & @
= N Xu'Y, Hu W, et al. NPJ Microgravity 2025

Hu W, Zhou G*, et al. RNA Biology 2014
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Impact of dose rate
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Impact of dose rate
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Carcinogenesis of Space radiation

Bystander effects

A B D —=—WB 3 Gy (37) —o—SH 3 Gy (46)
——CN(51) —e— WB 0.036 Gy (34)
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3. Half body irradiation Mancuso et al. PNAS, 2008

Half bottom exposure resulted in medulloblastoma.
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CarC|nogeneS|s of Space radiation
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Mechanisms of IR-Induced carcinogenesis

o
Venn Diaarams Merae hOGG1 EGFP-XRCC1 53BP1
Lancet Oncol 2006 PNAS 2011

HZE particles induce clustered DNA
Damages, which are hardly repairable.
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Cell 2020; Nature 2024

Mitochondria are a hub regulating
biological response to space environment.
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Mechanisms of IR-Induced carcinogenesis

* Non-coding DNA  + Exogenous insults

* Defective DNA repair Aging
* Uremic insults? Wasting
Uremic toxing Environmental toxing
Cytokine retention Smoking
Vitamine deficiency Hormones

Sulphur amino acld disturbances Bacteria and virus

v

EPIGENETIC
MODIFICATIONS

* DNA methylation
+ Histone modification

Acetylation
Phosphorylation
Methylation

CONSEQUENCES

* Aberrant gene expression
* Loss of imprinting
* Chromosomal instability
* Microsatellite instability

Histone modification
Attachment of different
molecules to the

IMPACT ON &
PHENOTYPE

* Cancer

* Vascular disease

* Reduced life span

* Transgenerational impact?
* Telomere attrition >
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Eur J Physiol, 2016
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. Mechanisms of IR-induced carcinogenesis
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Mechanisms of IR-mduced carcinogenesis
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Mechanisms of IR-Induced carcinogenesis
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Mechanisms of IR-Iinduced carcinogenesis
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Mechanisms of IR-induced carC|n0geneSISA,_;__,,,;,,
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AFAP1-AS1: a rising star among oncogenic long non-coding RNAs
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Mechanisms of IR-Induced carcinogenesis
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Mechanisms of IR-induced carcinogenesis
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Summary

» Biological effects:

1. Low dose-rate HZE exposure does not increase cancer risk, which
means those data of cancer risk obtained with acute exposure are
applicable for risk assessment.

2. Microgravity enhances radiation carcinogenesis, which has to be
considered in risk assessment.

> Mechanisms:

1. LNC CRYBGS3 simultaneously regulates multiple cellular processes
by targeting on several proteins and even IncRNAs, therefore it
might be used as a novel target for cancer prevention.

2. Tumor evolution is a quantitative-to-qualitative process and its
direction is dependent on exposure method. Key ligands during
tumor evolution might be applicable for cancer prevention.
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Countermeasures
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- Carcinogenesis of Space radiation
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Carcinogenesis of Space radiation

Ding et al. Adv Space Res, 2013 Hu et al. J Radiat Res, 2013
1 ‘ ‘ 3
‘ ‘ 2 15
Sos! 1Gy 382 b 322 = 28332353 to 200MeV/u = 288 325?3
I3 o0 158 i W PMMA
g 0.6 1 2 w . w ) = iEminum
Soal i = 1 o T =
S 1+ 0.5
302 05 L
0, 10 100 1000 o 0 100 1000 e o.sc{f 1Gy 9 0 0.5 1
LET (keV/um) LET (keV/um) Dose (Gy)
Effects of HZE particles Effects of secondary radiation
J
\.‘

o

Zhou et al. Radigt Res, 2006

Soft Agar Colonies / 10° Survivors
R
(=%
-~ = ~
1 R <
~

-(;-u% vsv ™ ”é T vvr"g"'l '°' '|1 5120 [ v
§-%-3. e @ [
r po % \\ % )
& NT 0.1 8 © 80r
0 'y T S
N Q g o |
\ 2 s
B 0 Romeg g 40
S v mmpe 3 B
00 £ 9 |
©
s L
. 0.001 < 0
0.1 1 10 S H Fe Expected H Fe
Time between Exposures (h) 1) Sum +Fe +H

Effects of mixed exposure

Under review

40000+

1 k\\:\
g .
%, 30000-] %ﬁ\
k] - b S
s oS
-E ooooo =01 S
H .
€ : L
1000 s —e— NS X
-8~ GMF N
001 f J
0 1 2 3 4 5 6 7
Days Dose(Gy)

Impact of hypo-magnetic field on radio-effects

Zmr¥ IREZ K

Suzhou Medical College of Soochow University

Center for Radiation Biology

School of Radiation Medicine & Protection




- Carcinogenesis of Space radiation

Microgravity
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Microgravity
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Carcinogenesis of Space radiation

Microgravity
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