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(1) FHANLEAARERT T D—~r = h—/ (CeH1406: 182.17) DEEIEIZET S 50N

SNT, [ A oI ARS ~NEEKIE GHEE) 2 AT 4 H CEEE X,

IRMZRLRL, T 0.2g ZREEICEY, KIZENL, EMEIC100mL &35, Z0HR 10
mL ZIEfEICEY, I UFEMRICAN, @3 UERES Y v LRIK 50 mL 21BN, Kigd
T 15 MMET 5. Hmtk, I kb ) UL 25 g &Mz, EHIZERLTEIEYRYE, B
FTZ B 4y fiE L=, WEfEL7-3 7% % 0.1 mol/L FAFiET h U v AR THET 2 (e
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0.1 mol/L FAHifg) F U 7 Ak 1 mL = mg CeH1406
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Ce¢H1406+ 5104 — 2HCHO + 4HCOOH + 5103 + H20

104~ + 71" + 4H2SOs —  4Is + 4H20 + 4S042™

105" + 5D +3H2S04 — 32+ 3H20 + 35042

(2) BEHLEXERBAEFHURED D—~ = b= LOEREET TFEHOMEY TH D,

(ARG K OND—~ = b —/ VAR HE L (B AS A & [RIBR O St TREGEHE 2 IE L T3 <) #9 0.5
g TOLREICEY, TNETNLZAKIZENL, EMEIC 10 oL & U, FUBHEIR K OFFEHERTK &
T5. WEHRR A OEERR 20 u L o2 IEREIC LV, ROFMETIRIKZ n~ M7 T 7 4 —
ICEVERBREIT, TNTENDED D—~ = b —/LO ' — 7 [H@fE AT L OVAS 2 HIET 5. |

R R SR
Kathes, —EREICHERF L7 RERTE; 745, NERT.8mm EI30 ecmDAT LA
Bl NAR P TEB IR ZAF LV ANCANLRUBEEREAS LT 9 um OIS

R~ b7 77— SRR A SR (RABEE - 8%) (CaRY) 2 Fetid 5.
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AAMBIFICBWT, Va3 aa iy - Y UHER | OfERABRIILLTO X9

CREShTWD (—HEN), ZOMBRIZET 2L FORWIZE 2 &,

BB ARk E L, [L—A VA2 92 mg [N T 584 L0, BEFHIZED

L. 100mL &L, BRI ETH, BICL—A VYA 2046 g0 L—EA 2 0.92
g LONL—23Y > 0.55 g ZBEHHEICIEA L, 100nl &35, 20K 10l &0 B
EEZMZ T50ml & L, © EEEIR L T 5, sUBHAE IR M OMEHEAHR 20 p LIt X,
WORMETRIKZ v~ N 7T 7 40— L VRBRZIT ) & &, ENATR M O UERIR )
LEEFNLEFNLOE—7D (A ) IFELV,

B

Frbias © @ ARSI GAEP R : 210 nm)

HTA NEL6m EXI5 cnDATFT U LAEIZ3um DK e~ 757 0 —H
F BTN Y AU BV E BT S,

77 LMEFE A0 CHHT o —EIRE

BENE : U U KFE T Y A T KR 31.2 g A/K 1000 mL ([ZIEML, VU U EEA N
ZTCpH 2.8 IS5, Z0WK 970 mLI2@® 7 h=FrVU /L 30 nL ZINZ 5,

R (B%)

VAT AEAME

(1)
(2)

(3)
(4)

(5)

VAT LADOMRE . VAT AOMRE  EHERK 20 pLIZoX, EFRORMHCEET D L
. ( B )oJEIZIEH L. A Yasvrtaf v OBEEIX( C )
UETH B,

VAT AOFHM - (K)

el (A ) RN (C ) ICABEEMY L IEE A L L,

TR OOEERICOWT, ZNEIIRE (ppm: HBEEH D) 1W< 20, fREHNIC
eV, BER X
fREH L—A VA2 OO ppm

L—aA4 2 :0O0 ppm

L= OO0 ppm

THRBOOBREIRIHN DB VOME L% 2 K,

THREQOBEMIZENT, 7B h= R ARRELTEY ., hOBEICEFT S5 2 & &
ool-, REBECTEETXARELZD L XOEEFE (LB 12OV TEHE L,

e (B ) OBWHIEZRZE 2. TOBEEZHAT L, =77, fYuefv ol
VT AV aA T DOEREICEHLTL A,
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(2] BLFOMWICE 2 Ko MIITFRRER L BALBFRAT L 2 &,

(1) WAZ1HIEIRAL TWBEEEZEIZONT, EFIREIZET 23 Y A OV
FERYREE C LR D OV v OFMRZ MG LE/R. LToXKEH, 2
DEFOEFIREIZE T 23 Y A OIRND G OTEKIL, Michaelis-Menten D ZIZ
PEDEAREL, 3 A DNNAFTTRATEVT N 109 ThHDHEX, UTOMEE
Kb X,

400

300

v (mg/day)
ho
S
3

100

0 20 40 60 80
vIC (L/day)
1) ZOBHFICBIT 53 Y A ® Michaelis ©3 (K) & ERIEIEE (1,)

2) W MAE A A 15 pg/mL (2T 57200, 1[EY4720 ofkbE

RR=THY, TATTHRETDH L)
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stirred 7 /VIZHED H D ET 5,

HARP G- 0 B -
#hH & (ng/kg) 0.9 2.7
R ] (h) 20
AR (L/ke) 6.0
A 55 e - e bR T IR (g - h/ml) 3.0 4.0
MmAEL R 7 fEEER (%) 95
REACIRFR k= (%) 12 5.3

1) &5 7077 A

2) NAFTTRATEY T 4

3) Fr7 VT IR

4) WEAEZ VT Z7 A

5) Higlzck 32747807«
6) BO5%OMLERINR
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Chromatography is the most widely used separation technique in chemical laboratories, where it is used in
analysis, isolation and purification, and it is commonly used in the chemical process industry as a component of
small and large-scale production. In terms of scale, at one extreme minute quantities of less than a nanogram are
separated and identified during analysis, while at the other, hundreds of kilograms of material per hour are
processed into refined products. It is the versatility of chromatography in its many variants that is behind its
ubiquitous status in separation science, coupled with simplicity of approach and a reasonably well-developed
framework in which the different chromatographic techniques operate.

Chromatography is essentially a physical method of separation in which the components of a mixture are
separated by their distribution between two phases; one of these phases in the form of a porous bed, bulk liquid,
layer or film is generally immobile (stationary phase), while the other is a fluid (mobile phase) that percolates
through or over the stationary phase. A separation results from repeated sorption/desorption events during the
movement of the sample components along the stationary phase in the general direction of mobile-phase

migration.

H{8lL : C.F. Poole et al., Encyclopedia of Separation Science, Elsevier Science, pages 40-64 (2000) (Jfi LD —¥ % tZ)

(1) Chromatography 13 & D X 5 &fiz o720 L L ORTCICHI N TV 2 5, 2 OFHE % HAGE
THPAL 2 X,

(2) Chromatography O s —~HTh2 2 L5, 41 7R S (HAGE) 2RATHRLAZ W,

(3) Chromatography @ JEHHI% % 4 F v b A NE 2 EEE ML & X v,

Used with permission of Elsevier Science & Technology Books,
from Encyclopedia of separation science, by lan D. Wilson, 2000;
permission conveyed through Copyright Clearance Center, Inc.
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Proteomics aims at the comprehensive identification and quantification of all proteins in a biological system, to
reveal the roles of proteins in biological, physiological, and pathological processes. Proteomics data quality has
been continuously improving in terms of accuracy and precision while throughput has increased leading to an
ever-increasing flow of data. This is due to improvements of speed, sensitivity and resolution in mass
spectrometry as well as advances in data processing that benefitted from the increase in computational power and
advanced algorithms. Proteomics is widely applied in many research areas, such as the exploration of biological
mechanisms, the discovery of biomarkers and in drug design.

As proteomics research progressed, it has become increasingly clear that quantitative information is critical to
relate proteomics data to actionable outcomes like the design of drugs or the development of biomarker-based
diagnostic assays. Accurate quantification of the dynamically changing protein composition is the basis for
understanding the functioning of biological systems. Based on whether isotope labeling is used or not, existing
mass spectrometry-based proteome-wide quantitative methods can be classified into label-free proteomics and

label-based proteomics, also named multiplexed quantitative proteomics.

HI8L : Tian X, et al., Mass Spectrometry Reviews volume 42, pages 546-576 (2023)  (Ji3L D —#f % %)

(1) Proteomics ® HIYIC D W, HARZECHIHL 72 X W\,

(2) Proteomics DILHIF & LT, BARIYIC 3D, HAGETREHEL &2 X\,

(3) Proteomics DEBMEZM LI G270, YOXHIBT7 70 —FNHBED0, WHETEIR I,
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The antibody—drug conjugate enfortumab vedotin (EV) releases a cytotoxic agent into tumor cells via binding to
the membrane receptor NECTIN-4. EV was recently approved for patients with metastatic urothelial carcinoma
(mUC) without prior assessment of the tumor receptor status as ubiquitous NECTIN-4 expression is assumed.
Our objective was to determine the prevalence of membranous NECTIN-4 protein expression in primary tumors
(PRIM) and patient-matched distant metastases (MET). Membranous NECTIN-4 protein expression was
measured (H-score) by IHC in PRIM and corresponding MET (N = 137) and in a multicenter EV-treated cohort
(N = 47). Progression-free survival (PFS) after initiation of EV treatment was assessed for the NECTIN-4—
negative/weak (H-score 0-99) versus moderate/strong (H-score 100-300) subgroup. The specificity of the
NECTIN-4 [HC staining protocol was validated by establishing CRISPR-Cas9—induced polyclonal NECTIN-4

knockouts. In our cohort, membranous NECTIN-4 expression significantly decreased during metastatic spread
(Wilcoxon matched pairs P < 0.001; median H-score = 40; interquartile range, 0—140), with 39.4% of MET

lacking membranous NECTIN-4 expression. In our multicenter EV cohort, absence or weak membranous
NECTIN-4 expression (34.0% of the cohort) was associated with a significantly shortened PFS on EV (log-rank

P <0.001). Membranous NECTIN-4 expression is frequently decreased or absent in mUC tissue. Of note, the

clinical benefit of EV strongly depends on membranous NECTIN-4 expression. Thus, our results are of highest
clinical relevance and argue for a critical reconsideration of the current practice and suggest that the NECTIN-4

receptor status should be determined (ideally in a metastatic/progressive lesion) before initiation of EV.

Hi#t : Kiimper N et al. Clin Cancer Res. Volume 29, pages 1496-1505 (2023) (53D —h% &)

(1) Enfortumab vedotin DYEF#ET %, KA WCT, HAGETHHAL &2 X v,

(2) THEERZ HARGEICER L 72 &\,

(3) Z DWFEFERED S, NECTIN-4 ZHIET A2EREICOWTLED L 5 Lz Erns 2, HAZECH
AH L 72 & W,
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Immune checkpoint inhibitors (ICIs) have been widely used as standard therapies for various cancers. However,
in 20-30% of cases, ICIs can lead to immune-related adverse events (irAEs), which sometimes require
discontinuation of treatment. Due to the increased risk of irAEs, patients with pre-existing autoimmune diseases
(AD) are often advised against receiving ICIs. However, there has not been sufficient objective risk assessment
for AL In our study, we conducted logistic regression analysis to assess the risk of irAEs by analyzing 478 cases
that received anti-PD-(L)1 Ab and/or anti-CTLA4 Ab at our hospital between April 3, 2017, and May 24, 2022.
Among these cases, 28 (5.9%) had pre-existing Al. We selected several independent factors for analysis: gender,
age, performance status (PS), cancer type, type of ICI, type of combined anti-cancer agents, best overall response,
and pre-existing Al. The adjusted odds ratio (OR) of Al for irAE occurrence was 2.52 [95% CI: 1.08-5.86] (p =
0.033). and the adjusted OR of Al for ICI discontinuation due to irAE was 3.32 [1.41-7.78] (p = 0.006). Patients

with pre-existing Al experienced a significantly shorter irAE-free survival time compared to those without Al

(median irAE-free survival: 5.7 months [95% CI: 3.5-7.8] vs 10.4 months [95% CI: 7.9-12.9], respectively, p =

0.035). Frequently observed irAEs in full ICI cohort, such as dermatologic issues (7.5%), pneumonitis (7.1%),

hepatitis (4.6%), and hypothyroidism (4.2%)., were often accompanied by pre-existing Al. Furthermore, pre-

existing Al flared up in 6 cases (37.5% in Al-positive irAE-positive cases). The activity of Al was not related to

the occurrence of irAEs. Grade 3 or higher irAEs were observed in 6 out of 20 (30.0%) cases in Al-accompanied

patients complicated with irAEs. Although having a complicated Al increases the risk of irAEs, it may not

necessarily be a contraindication for ICI treatment if closely monitored.

H4L : Sumimoto H.et al. PLoS ONE volumel9, pages €0306995 (2024)

(1) ZoWtFEoBk L HIET22, HAGETHHIL 23w,
(2) TH#REZ HAGEICR L 72 X v,
(3) “Although having a complicated Al increases the risk of irAEs, it may not necessarily be a

contraindication for ICI treatment if closely monitored.” & 23 23 & am s \J 7= Bt & HAGE CEiBA L
2T,
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