5 1. Proteasome inhibitors prevent tumor cell proliferation in HHV-8-unrelated PEL-like

lymphoma

Toshie Ogasawara

(Tokyo Women’s Medical University Adachi Medical Center, Department of Medicine)

(Purpose & Methods] HHV-8-negative PEL-like lymphomas (PEL-LL) is a rare type of lymphoma
distinct from PEL that shows heterogeneous clinical behavior. Some patients present with a mild
PEL-LL disease course, whereas others present with an aggressive course. However, the specific
clinicopathological features and effective treatments for PEL-LL remain unclear. We have
previously established an OGU1 cell line derived from a patient with PEL-LL who presented with
massive lymphomatous ascites and an aggressive disease course with chemotherapy refractoriness.
Vascular endothelial growth factor is involved in the growth of OGU1 and other PEL-LL-derived
cell lines. Herein,

We further investigated the signaling pathways involved in the growth and survival of OGU1 cells
and tested the in vitro effects of 2 and 20 pg/mL concentrations of rituximab, an anti-CD20
monoclonal antibody. Furthermore, we investigated the effect of inhibitors of the MAPK or PI3K
pathways, which are the major pathways involved in tumor proliferation, such as lymphoid tumors.

Finally, we examined the effects of proteasome inhibitors on OGU1 cell growth.

(Results] The results (rituximab) demonstrated no significant inhibitory effect on OGU1 cell
growth.

Inhibitors targeting MEK (PD98059), p38 MAPK (SB203580), and PI3K (LY294002) did not
significantly inhibit cell growth. Similarly, bortezomib (Ki: 0.6 nM), another highly selective
proteasome inhibitor, completely inhibited OGU1 cell growth and reduced cell viability at a

concentration as low as 10 nM for 72 h.

(Discussion] Our findings suggest that proteasome inhibitors are effective against the OGU1 cell

line derived from PEL-LL, particularly in patients refractory to chemotherapy.

(Conclusions] Although these data are based on an in vitro cell growth study, they indicate that
proteasome inhibitors, such as bortezomib, are promising therapeutic agents for aggressive
PEL-LL.
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5 3. The effect of laxatives on reducing serum phosphate levels on three-combination probiotic in

hemodialysis patients: A subanalysis of RCT

Tetsuya Ogawa, Eriko Hirasawa, Yoko Nishizawa, Kiyotsugu Omae and Nobuo Nagano

(Department of Medicine, Tokyo Women’s Medical University Adachi Medical Center)

(Purpose] Dysbiosis of the intestinal microbiota in chronic kidney disease increases uremic toxin,
which damage the epithelial tight junctions and increase the permeability of the intestinal wall via
endotoxemia and systemic inflammation. Some articles reported that probiotics reduced the uremic
toxin and decreased inflammation biomarkers in CKD patients V-2 Meanwhile, we have already
reported that oral administration of Bifidobacterium longum in a gastro-resistant seamless capsule
decreases serum phosphate levels in patients receiving hemodialysis?. In addition, in this congress,
we reported that three-combination probiotics decreased serum phosphate levels. Meanwhile, some
articles reported the relationship hypophosphatemia and laxative abuse. The aim of this subanalysis
study is to evaluate the efficacy on laxatives of reducing serum phosphate levels of three-combination

probiotic in patients receiving hemodialysis.

( Methods ] A 6-month prospective, randomized, double-blind, placebo-controlled study was
conducted at three hemodialysis centers. As probiotic therapy, of three-combination probiotics (Bio-
Three ) tablets, each containing 2 mg of lactomin (Streptococcus faecalis T-110), 10 mg of
Clostridium butyricum TO-A, and 10 mg of Bacillus mesentericus TO-A, were used. The patients
receiving hemodialysis were randomly assigned to the Bio-Three group (n=37) and the placebo group
(n=36). In both the Bio-Three group and the placebo group, patients orally received 6 tablets 3 times
daily. We evaluated the effect of probiotic on serum serum phosphate level and gut microbioma before
and 6 months after the start of treatment. The gut microbioma composition was analyzed by a 16s
rRNA gene-based sequencing protocol. In addition, in patients with laxative (n=24), we evaluate

the effect of probiotic on serum serum phosphate levels and gut microbioma.

(Results] The serum phosphate levels in the Bio-Three group significantly decreased after 6-
month treatment, while did not change in the placebo group. Furthermore, the serum phosphate
level in patients with Bio-Three and laxative additionally decreased. In a 16s rRNA gene-based
sequencing protocol analysis, serum phosphate levels were positively correlated with the occupancy
ratio of Erysipelotrichaceae, Lachnospiraceae, Oscillospiraceae, Ruminococcaceae, and
Sutterellaceae and were negatively correlated with the occupancy ratio of Leuconostocaceae and

Lachnospiraceae in patients with Bio-Three and laxatives.

(Discussion] In the present study, 24-week probiotics administration in patients on maintenance

dialysis did not change the high-sensitivity CRP level and CRP/albumin ratio. Since we included
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patients with normal level of CRP (<1.0 mg/dL), this can be considered as the main reason for the

mean CRP at baseline being within the normal range.

(Conclusions] In this subanalysis study, the effect of reducing serum phosphate levels on three-
combination probiotic might be augmented by laxatives and the specific bacteria in the gut
microbioma might contribute to the decrease of serum phosphate levels. Administration of
Bifidobacterium Ilongum to patients on maintenance dialysis for 4 weeks has been shown to
significantly reduces serum phosphorus levels. In our study, serum phosphorus levels were
significantly reduced after 16 and 24 weeks in the probiotics group with laxatives compared to those
in the placebo group (p=0.049 at Week-16 and p=0.014 at Week-24). Additionally, the probiotics group
without laxatives showed significantly reduced serum phosphorus levels from baseline (p = 0.006 at
16 weeks and p = 0.027 at 2 weeks). These results suggest that administration of probiotics may
reduce serum phosphorus levels, with this effect being more pronounced in patients treated with
laxatives. Probiotics administration may correct dysbiosis of the intestinal environment by the
symbiotic action of three active probiotics in the growth regions of aerobic bacteria, facultative
anaerobic bacteria, and obligate anaerobic bacteria, as well as correct the dysbiosis of butyric acid
bacteria, especially in the growth region of obligate anaerobic bacteria. In the probiotics group,
butyric acid bacteria showed a positive correlation with a decrease in serum phosphorus, suggesting

that multiple butyric acid bacteria may be involved in the decrease in serum phosphorus levels.
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5 4. Anon-epidermolytic keratinocytic epidermal nevus associated with a post-zygotic mutation in

the gene encoding the epidermal growth factor receptor

Noriko Umegaki-Arao
(Department of Dermatology, Tokyo Women’s Medical University Adachi Medical Center)

(Purpose] Non-epidermolytic keratinocytic epidermal nevi (KEN) are benign congenital skin
lesions characterized by linear distribution along the lines of Blaschko. Here, we describe a case of
non-epidermolytic KEN exhibiting characteristic clusters of velvet-like whitish papules along the

lines of Blaschko associated with a postzygotic mutation in ZGFR.

(Methods] A 6-year-old boy without a family history presented with widespread whitish papules
on his trunk from the age of 3 months. A biopsy showed acanthosis and basal melanosis without
granular degeneration, combined with the hyperpigmented network by dermoscopy. These findings
suggested that the irregular reflection of visible light at the surface of the hyperkeratotic stratum

corneum may have produced the whitish appearance.

(Results] An exome sequencing using genomic DNA purified from the lesional epidermis detected
a heterozygous ¢.2582T>A (p.L.861Q) variant in KGFR, with no variants in any of the genes
previously associated with KEN. Sanger sequencing followed by digital polymerase chain reaction
analysis revealed the heterozygous EGFR c.2582T>A (p.L.861Q) variant in the lesional epidermis,
but not in the lesional dermis or white blood cells. Immunohistochemical staining revealed aberrant
EGFR activation in the basal layer. We conclude that the de novo constitutive-active EGFR variant
caused the non-epidermolytic KEN. The p..L861Q variant has been reported as an activating

mutation of EGFR kinase in malignant tumors.

(Discussion and Conclusions] A lower incidence of EGFR mutations was also reported in
seborrheic keratosis and cutaneous squamous cell carcinomal?. However, to the best of our

knowledge, this is the first report of a somatic ZGFR mutation in non-epidermolytic KEN.
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AERF B POD1 POD2 POD3 pf&

CRP(mg/dL) 1.78+3.39] 1.62+2.50| 11.73+5.89 20.98+9.48| 21.50+11.21] <0.001
WBC(10%/pL) 52.3+13.5] 72.9425.5( 103.7+26.7| 106.5+24.4] 87.4+31.5] <0.001
RBC(10/pL) 335.9+68.0[ 313.7+60.2| 378.8+62.5| 352.3+55.4] 336.0+103.6| 0.024

Hb(g/dL) 9.55£2.10(  9.02+#1.78| 10.91+1.74| 10.1941.53| 10.4042.05|  0.051
HE(%) 29.3445.86| 27.87%5.21| 34.015.15 32.12443.48] 32.48+5.82] <0.001
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g/mL) 2.67£2.21 4.80+3.41| 13.97+17.45| 13.45+20.49] 10.32+5.09] <0.001
FPUFISR
= 79.2+18.9| 60.2+18.4| 83.7+10.4 93.1+11.7| 95.6+13.5| <0.001
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VWFEIE(%) | 234.24306.6] 134.5+50.1| 288.9+112.6| 308.6+83.0| 326.8+147.0| <0.001
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" 149.1+76.8| 147.6+80.0 234.4+£99.1] 248.3+80.7| 251.1+94.4] <0.001
(%)
PIC(ug/mL) 0.93+0.43]  1.23£0.43|  1.3240.37| 1.58+0.59| 2.02+0.76|  0.011
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25.7+14.9|  73.5+57.2] 38.24¢9.8]  33.5+11.7, 27.3+6.4]  0.024
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98278
5
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8% ot 5t
LT(® 208.8 1719 226.5% | 590 5484.8 | 319.4£77.8 | <0.001
92.4 52.6 77.7
ML(%)
97100 | 943%29 | 78.5433.8|88.2422.5 | 9154136 | 91.2416.8 | 0.005
cT(®
@) 100.8+26.0 | 110.9+40.2 | 0.248
48-77
RW  [MCF(m
m) 60.545.2 | 61.2¢4.1 | 0.622
54-68

-103-



5 6. The efficacy of the HISCL™-5000 SARS-CoV-2 antigen assay for preliminary testing of

employees in close contact with COVID-19 patients before returning to work

Kenji Kawaguchi, Chihiro Muramatsu, Tomoyuki Fujiwara, Naohito Asano,
Yoshihiro Furuichi, Hiroo Tokoro, Koichiro Sato, Tatsuichi Yamada and Hiroyuki Kato
(Department of Clinical Laboratory, Tokyo Women’s Medical University)

(Purpose] A reverse transcription polymerase chain reaction (RT-PCR) is the gold standard for
negative confirmation of SARS-CoV-2 and has the highest detection sensitivity?. However, it is
expensive, and the long testing time (1-5 h) requires specialized equipment and skilled technicians
to prevent contamination at the genetic level. Therefore, in this study, we retrospectively studied the
concordance rate between RT-PCR tests and antigen quantification tests of employees at our hospital,

the incidence of false positives and their causes, examined their efficacy.

(Methods) A total of 1642 SARS-CoV-2 antigen tests (589 participants) were conducted at our
hospital between March and November, 2022. The employee self-collected nasopharyngeal swab
fluid on the same day before starting work and were allowed to work if they tested negative.

The HISCLTM SARS-CoV-2 Ag reagent from Sysmex Corporation was used as the primary
reagent. The analytical instrument used was a fully automated immunoassay system HISCLTM-
5000 (Chemiluminescent Enzyme Immunoassay, Sysmex Corporation). Negative and positive
results were defined by the following criteria: cut-off index (C.0.1.) < 1.0 and > 1.0, respectively,
according to the user manual®. Nucleic acid detection test Xpert® Xpress SARS-CoV-2 "Cepheid"
("RT-PCR") was used to detect SARS-CoV-2 (N2 and E genes) in biological samples via RT-PCR
combined with a fluorescent probe. The measurement results were judged as positive (+) if the
threshold cycle value (Ct value) was < 45 and negative (-) if > 45 or undetectable?.

All statistical analyses were performed using EZR software (v. 1.61). Student’s t-test or the Mann—
Whitney U-test was used to evaluate significant differences, with p<0.05 considered statistically

significant. Pearson's product-moment correlation coefficient (r) was used to evaluate correlations.

(Results] Thenumber of antigen quantification tests performed during the study period was 1,642
(589 participants), with 1-20 tests performed per participant (average 2.8 tests). Of these, 39 tested
positive, yielding a positive rate of 2.38%. And, 13 were negative by RT-PCR testing, with a positive
concordance rate of 66.6% (33.3% false-positive rate for antigen testing) (Table 1). In the antigen
positive cases, the mean antigen test C.0.1. of 26 PCR-positive cases (26 participants) was 4080.9
(3.7-34,010), and that of 13 PCR-negative cases (six participants) was 3.7 (1.2-17.2). Thirteen false
positives (six participants) were observed. Of the six participants, three had multiple false positives.
The mean antigen C.O.I. for three participants was 2.5 (1.0-5.8)

The cut-off value for antigen levels obtained in ROC analysis was 4.90 (sensitivity: 84.6%; specificity:
84.6%), and the AUC was 0.9 (95% CI: 0.783-0.913), higher than the cut-off value of 1.0 recommended
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by the manufacturer (Fig. 1). Whereas the specificity reached 100% when the C.0.1. was 19.2.

e 1.0 -
Table 1. Results of RT-PCR and antigen quantification tests
Cut-Off Index RT-PCR test 0. putoff: 4.3
(C.0L) . ..
Negative Positive
2 0.6
= 10,000 4 3
= 1,000~ < 1,0000 1 g 04
»n Sensitivity: 84.6%
.. = 100~ <1,000 6 Specificity: 84.6%
Positive 0.2 AUC: 0.957
=10~ <100 1 10 95% Cl: 0.902-1
=2~<10 5 5 0.0 -
>1~2 7 0:0 0:2 0’.4 0.6 0.8 1.0
- 1 - Specificity
Negative <1 1,603

Fig.1. ROC curve or the antigen test

(Discussion] Our validation results suggest that the SARS-CoV-2 antigen assay using the
HISCLTM 5000 antigen quantification test may be a more effective screening method, with an
improvement in sensitivity and specificity when a positive test score of 4.90 is obtained. This was
relatively consistent with a report (test score of 3.90) that conducted a similar study [8]. Furthermore,
when focusing only on specificity, the specificity was 100% at C.O.I. > 19.2. This suggests that a
diagnosis may be possible without the need for retesting with RT-PCR.

(Conclusions] The HISCL™-5000 antigen quantification test is simple and can be performed
quickly (a minimum of 17 min), making it highly effective as a preliminary test for staff before

starting work.
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5 7. BEEICEBIT 5 Telomerase JEMEDIEEL & B AR AR 7 & ORFEEIZ S\ T

)l
(BILEFE 2 — - S F)

(B)  E3KD Telomerase IEMERELIL. TRAP 7 vt A X0 ELISA 15203 EJit THEA 72 RSB B -
7o qPCR ZHWHHRIEREIL, a v Z Ix—a U A7 MRS #f# - G B sk 7l E A3 AT 6
Th b, BERIERIONHEE T AR & GIBREAD B 15 DAL B & EF A% Telomerase i
M2 RE L, BRREEHIR T & OREZRET L TV D

(7iE) BIEHEMBIT. Ed X OUIBRAEAZ
<HHEE>
(1) WRERE (-80°C) #Hfk% Quantitative Telomerase Detection Kit (QTD) Lysis Buffer Ti&fi#
(2) BCAEIZTH /37 'EH &% Spectrometer CTHI|E
(3) #Af% L& & QTD Pre-mix )itk Ct EZHIE, R EMIER L Telomerase {514 % R 2

UER) EREFHEGGRO T 2 2 7 — B EIIm e TRE T, EEEECIERICEETh -T2,
cStage B TTIXZ T e o Tz, FMHEE & UIBRIEA D Telomerase IEPEEIXIZIE—E LTz, T#% & DR
TR CH THEICHETH T,

Ui i AR T, IEREIZ Telomerase WG A2 1 E e, TEFZEETHZ LIck ., TEKE
FELTOISHLAIEE B XD,

(k)
1) Piatyszek, M.A. et al. Detection of telomerase activity in human cells and tumors by telomeric
repeat amplification protocol (TRAP). Methods in Cell Science 17, 1-15 (1995)
2) Shay, J.W. and Wright W.E. Telomerase activity in human cancer.
Current Opinion in Oncology 8(1), 66-71 (1996)

B2 E3
1) % 116 [B] H ASMVEF 2 E M E S (2016)1C TRE,

RBUE, BORRIEAZ SR,
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5 8. KIFEICEIT 5 OENMERER L OGN MEZE OB S

[EEIEES

(RNLEW®' 2 — « RO FESEL

(B)  ARWFZETIE. K ES BT 2R, M) 5 S 7z DNA IZOW TRt —4 v
Y= W ARZST ) LD ay N — U AET, KB EE O - #ITEICxT 5 A
K OGN ORI E OB 528 520z L, A2h7Ze BT O e & L O 21T H> Z L 2 B L
15,

(5] SEE (KIpEEE - @) 2B 2R & M X diH <472 DNA 29V TR
== W AR ) LD ay N AERITV, KEBEIZE T D OFENHTE O
RE - EITE~OR 5% B RSCHE#E O FFOEEIC DWW THE B LT 5,

(RE5R) 2023 FEOMERRDLE L Tid, BRI (W - #£068) 725 DNA 2175 7'n h=—b
[ZOWTHREL 7, £, D71 b3 —lin> T, I L7 BRARRHAD & DNA fliHH 2546 L7,

(BE) b —XWiEE Y A7z DNA AT, MERERIA2S DNA ZEINd 57 1 ha—
IV ST LT,

(& B — XL 2 B0 Aduic DNA fiiHiE T, R IA2 S DNA Z A3 57w h=a—
VETESL LT, WREE ORI — 27 2 Y — T I BT TS FETH 5,
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59. BEHY T~— B —% AW IEIES O SR EZ N v A 7 5O B%

GINERYN
(\TFRERE L Z— - WHLEEsED

HE) PRI TR AR OB T 5 FATERIL 7.9%, AFMOMEREIE CH L 35000 A/AFFRE CTHIM
i EMEINTWD Gk 1), EFOBEBRZEZE L T R EN/EHL <, BBa i LoTn
7o OMEIT LT RE TR S LD IERI DN 2 E R THRABO—RIZET b TV 5, RERTRIEE O AR
BOTZOIIT R A L IRRENEETH 50, BAFOMS~ — 7 —I%, RIETRRE, BT 5 o ¥ BERIN.
WUl 72 O EEZT 52 L REIRE COBWREMENWZ L LRI ROIODA T ) —=0 7
EELTHY STV 272\, S~ — 7 —Carbohydrate antigen (CA) 19-9 DKL 70-90%., FrFLFE
11 68-91% L HMESN TS (LK 2),

WA, BE B NIEEEERZE (PanIN)IL, BAMEI L~V RIS D, EEWNICA U5 MR ERED |
FZ WG 22 T low grade A HTENZA ., high grade I FEHIOBEE CTH VD . 10 FFREE TR D &5
ZHITWD (TR 2), PanIN & JEEZEHE O BE & F54 S v OCHR 4) . BIERS1 S FEIMEMIZ & 5, Panln
R L BT E U, BREGEO IZwETE 5 L Ebhd,

(B) EEEClE LR NIESMEIRZ (PanIN) 72 EOPEERIZHS VT, BT LWBEH Y F~— 5 —Th
7% WFA-sialyl MUC1 (Wisteria floribunda agglutinin-sialyl mucin core protein 1, H A< [E 4§ #F
5704570 5, Hepatology 52:174-182, 2010) % I\ T, ZEOAEKKENT L DMFEE1T D,

(FiE) BEOERERE O IMERIO b Lo, PG O ARG (IyE, BK) & EREHREINEL
TIA 77V —%ER L, BAEFOIMIE & PRI T 5 WFA-sialyl MUC1 2 JIET 5, SRS
BT D, EkOEE~—%5—, WFA-sialyl MUC1, WFA-sialyl MUC1 & kDR~ — 0 — 721X
MEARIERZ 0 =2 v B — 3 3 2 W ORI - R O, ROC fift, BEREBRIRIZISIT 5 A7 —
URIOR G . R AV A APRMEREE R I T D W & R A et L. WFA-sialyl
MUC1 2 REREZFZ 31T 2 EH R0 F~—T1— L 720 2 D& HEET 5,

(k)
1) https/ganjohojp/reg stat/statistics/stat/summaryhtml [EN7ASAMNGEE 2 —D3 G —E A
2) Goonetilleke KS, et al. Eur J Surg Oncol 33: 266-70, 2007.
3) Yachida S, et al. Nature 467: 1114-1117, 2010.
4) Nakahodo dJ, et al. Pancreatology 20, 1689-1697, 2020.

-108-






6 0. U777 X=JEERED BARNBLTIERNI 3T 5 8 s 7-iRAT

ERe— 1 JNFREARSE L. FHBRE T 2. REZ 2
( RBEANRRE, 2 @O R ZET)

(B9) U - 779 A= (Li-Fraumeni) JEfERE (MIM## 151623) (X, FIRMEICHAZ LT HH
Yt KBV B TH 5, MIEECMLERORN AR E, SEIERMEHEONAZ— % X 0 35V En
THIEL (RIODMAELETIL 45 Eﬁ?ﬁ(ﬁﬁ) OED DA 2FEONAEIIET D56 b5, TP53E
RFICIRERPRN SN D Z LI X VWD HE SND, AR BIEGICTRIE L= & BT ofl%
FRER L7 T, 22k JOYRBO B Z)fiﬁép@t?i)/kﬁiﬁ =l v v TR A i LTz,

(FiE) RBEOR, EREOR, BLUORBEOET LY, EHICELDLFEEDO L &AM DNA A HHL
Lz, 7o, REBFOMIER, X OEFOEEIRDADOREEARS & DNA 28R L7z, #EisF
FRNTIZ, £ T RImE Th HRXOKRMIM DNA & IES; DNA XL, =7 Y —h—7 v v TfgfT
BELURDNA~A 7 a7 LA a2 % LTz, &£=7 Y — ADOEHMEE SureSelect Human All Exon
v b V5 (7Y L M) 12TV, HiSeq ) — X —4 vt — (LI F4h) o TCo—F v v/
AT olz, MH SN 7 2 MoV TIE, 3130x]l Genetic Analyzer (—F7 4 v ¥ —H A =
T AT 4y EHWTY AT X DR AT > 7o DNA ~A 7 27 L A% GeneChip 250K 7
LA (774 A MY T AL ITTTo 72, B OEE DNA (225X, Ton AmpliSeq Cancer Hotspot
Panel v2 I2T#—7 v MaiEfi L, ki —2 % —Ion PGM ¥ 27 L (—F7 1 vy —HA
TUT AT 4y IR LT v T RITo T,

(A8 3R BEBORXBXOE 7O KMIM DNA »» 6 TP53 & fx 1 |2 p.Argl75His
(NM_001126112.3:c.524G>A) ZEN~TF oS THRBEN (K1),

E1. /L DNA DL—To VTR (RARMD)
EBXY . FERE 42BN

MBS « Ak

T 13 B IR

¥ PS3_F-20230. base #108 ase 108 of 328 ¥ t’v( 413 S Fray #140.Base 14 of
e md G T G G GC A G C C T C ACA A C C = G T G G G [0} C C T C A C A AC
| ¥ GC A Y ¢CC ¥ CRARCAACE | g W R a3 T J A J A T Al
4
= | \/# f=| I\
TS| /\ YAY) \ A \ \
e J VoV VY Y VY ' § /
45-TP33_F-20230413_003_BOS Fragment base #108. Base 108 of 328 45-TP53_R-20230413_009_EOS Fragment base #140. Base 140 of 31
fa w4 G G T G G G G GGC A G C C T C AC A A C C = G G T G G G G GC A G ﬁ G C C T C C
G 6T G 5 &6 6 B b € 6 CC T €CAERA AT C | d 383 ¥ d & 08 08 0 9 T d
- A -
o " / 0
@f Y - vV @mly - \ p V\
005 ¢ 8. Base 108 of 328 ¥
o T AGC A A 4=
| 6 ¥ & B 66 66 A 'Y &6 C T € €A ME C | 9 I ﬂ g 3 9 F g T JA Jd @ ﬂ d T d T T d d
- /\ /’ = |
N\
H MYV s, AN AW
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ZOERZY I —IEIZ LD ROMES; DNA THR LT, ZOER, AT EoREHEGO 7 a~ M7
TJrawgRLl (M2),

H2. RinERXDIER DNADL—TU VT #E

TP53
NM_001126112.3:c.524G>A
NP_001119584.1:p.Arg175His

¥

T A G G C C T G C C C C C A
T A G6CACTGC CCTCTCHRA
A A

T G T G
6 ¥ b
A
Aol W
/J\I\ /,/“\. ;( M / I'l '/ /

(5 - 5%oFE) BEHRT-THRE I pArgl75His A %3 ClinVar 7 — % X — &

(https://www.ncbi.nlm.nih.gov/clinvar/) (Z”Pathogenic” & L TINEH STV D EEROFHIERTH Y |
U« 770X =JEGREOZIKSHEE LTz, R OERGE TIL TP HEBIZB W TS 9 —FOxig{s+
MRRKLTNT, At EFREEED /o~ N 7022 L TCnHEEZ LR, DNA ~( /a7 L
A DT —Z THALZAT D, Fio, BT OMEEMEM DNA (IZx9 % IonPGM v —5 v v 7858 T L, 7
— X HRRANTH CTd 5, BT L & UL U TSR AED A I = X L% FEICHRETT 230 Th 5,

(F& 2w 3]
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