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Anti-cancer

Lenalidomide (1-10 uM; 4-24 h) "J#ES N del (5q) #ER KG-1 4HMrh CKla [ KL 5.

Lenalidomide (0.01-10 wM; 0-24 h) FI7EZF A& MAMEARTFHES CRBN MKW CKla FHIESE M.

Lenalidomide (1-10 wM; 90 min—4 h) A[/5 CKla 5 CRBN Z[A[#EAREAEM, MIMGE A& 40 f e
Jil 2 G5 SEIUMRI CRLACRBN  f#) CK1a 32 ZALMEME

Lenalidomide (1 uM; 5-25 K) Tl4EFiEFEs del (5q) HHEME RS (MDS) HFERIEN CD34+ 4,
FAN AT B CSNKIAL S RIATHE: T/ CSNKIAL FRUAE NJRA CD34+ &I+ /4H4HMIXS Lenalidomide UK.

Lenalidomide (0.01-10 uM; 4-24 h) A[FSHE4i /N Crbn 1391V ZARM/NER, Ba/F3 ZNAFIA 293T 4iffurh
CKla . IKZF1 A1 IKZF3  (R)B&f#.

Lenalidomide (0.3-10 uM; 6-72 h) F#EFEMEFES AN MDS-L A1 K6-1 SR CKLa (IR, HiZ¥MNe
K5 cereblon WHFTHI CC-122 K 7E 41 F T 4% BELIKF -

Lenalidomide W] #E 293FT JR i B 4H g vh DL &5 & MG 4R 4K B A0 cullin 4K Bt Y 77 =X 3 % 1t M 46 41 U5
P IKZF1 F1 IKZF3  (MidEHAh Tkaros ZKEEMLIAEL 1RF4) KA,

Lenalidomide Pl #sR/E . cullin ARIHIHLE]FE 2N IEME  IKZF1  (FE U937 B ILMHAMEH) L& N IR
P IKZF1 A1 IKZF3 (6 MMIS A1 L363 Eaauiur) %4 & Al ik

Lenalidomide 7F 293FT AEJifi'& 40 8. U937 [ I %5 4 Mo K& MMIS. L363 A1 KMS34 B fifi & 40 i o % &
M) IKZF1 #1 IKZF3 B, P&k T2 G ThREM  cereblon.

Lenalidomide W45 cereblon 5 IKZF1/IKZF3 Z A &4 B HAFs AR EAE A, 31 51 & WK
F cereblon [ IKZF1 = &ALIEM.

Lenalidomide A[ifid cereblon {KMiAY IKZF1 F1  IKZF3  F#f@, X+ MMIS. KMS34 A1 L363 B HERANAM K
PP, X — WU T B0 E BRI LI S B R L FR N, R,

Innate Immunity | Cytokines & Chemokines Inflammasome | Pyroptosis
Lenalidomide R[] TNF-a /HMGBL i@, JFREARZ PMA 346, LPS ¥5f0 THP-1 M1 ELMRANMIAHE KT
AT

Anti—cancer | Adaptive Immunity | Cytokines & Chemokines

Lenalidomide (50 mg/kg; MfRk; ®H—W; BAEEHE 14 KigiES: 21 K) w580 TIGIT HhEMEM, 7E82ZE&T
PRS2 AN B R AR D R REH S D8+ T A BT A BERIG I . i T difitss IFyicis T @
fi: TAE T ZHMAE A SR A R RSB T, Lenalidomide B A Jo4 & BitRa s 4 o

Innate Immunity | Cytokines & Chemokines Inflammasome Pyroptosis Renal Regulation
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Lenalidomide (10 mg/kg: MERSVEST: M H: #5814 R) A2 C57BL/6 ANREMT CKla HEAKYF .
Lenalidomide (0.5-45 mg/kg; BRAKVES . MEMEES . DR, SRixdEd) 7E(EEE ICR MR, BA RIFMZME, ©
Sea AT B GOAEREAE, HREEZR.

ERTE (HE3%) .
—: AN
DMSO: 100 mg/mL

(385.71 mM; AR

i
WP AR Img bmg 10mg
1 mM 3.8571 mL 19. 2857 mL 38.5713 L
5 mM 0.7714 nL 3.8571 mL 7.7143 mL
10 mM 0. 3857 nL 1.9286 mL 3.8571 nL
i &R 7 -80° C, 1 year; -20° C, 6 months.
= A

L. BRI RE):  10% DMSO—40% PEG300—5% Tween-80—45% Saline

Solubility: = 2.5 mg/mL (9.64 mM); ¥IEEWR

W RIS = 2.5 mg/mL (AR RAD HIEHIER

BLo1mL TAERONBI, B 100 wL 25.0 mg/mL FIESE  DMSO fE&VIINE] 400 wlL PEG300 i, JRAINA: FiULREZRPMA 50 L Tween-80, iR
G5 RIEESIN 450 wlL AHIK EAE Lol

2. BWTFIINEERER:  10% DMSO—~90% (20% SBE-B -CD
Solubility: = 2.5 mg/mL (9.64 mM); ¥EIEEWR

BHEAIA = 2.5 ng/ul GRBERAD L.

in Saline)

L1l LB, B 100 wl 25.0 mg/mL ¥ DMSO AE&WUINE] 900 wl 20% FJ SBE-B-CD ZEBLE/K/KIEW o, WEH.
2 g SBE-B-CD (fiff THERE B-HRIKS) BIREAT 10 ol LMK, TEAEMERHEY.

3y ERFIRIAERAR: 10% DMSO—~90% Corn 0il

Solubility: = 2.5 mg/mL (9.64 mM); EIGHER

LTRSS = 2.5 mg/ml CWEFIEARED MIREER, 177 2525 HHITE A H DL Esh el ms (A

L1l TAEBCNE, BC 100 pL 25.0 mg/mL (¥ DMSO E&WINE] 900 L FKulith, REKS.
e TAEREBUEIHIADL, SR .
<Img/ml FRBAIE A .

VG RRAER T S RRE  ER IRBT, SEBRERUE T RE S AR AT TR, R T IEW L poE R R .
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Western Blot Analysis
Cell Line: human del (5q) myeloid KG-1 cells, human multiple myeloma MMIS cells, human chronic
myelogenous leukemia K562 cells, human T-cell leukemia Jurkat cells, human embryonic
kidney 293T cells
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Concentration:

1 uM (KG-1 cells); 0.01, 0.1, 1 and 10 uM (MMIS, K562, Jurkat cells); 10 uM (293T
cells)

Incubation Time:

0, 1, 2, 3, 5, 8 24h (KG-1 cells); 24 h (MM1S, K562, Jurkat cells); 5 h (293T cells)

Result: Caused time—dependent decreases in CKl a protein levels in KG-1 cells, with visible
reduction by 2 hours and near—complete loss by 24 hours at 1 uM
Decreased CK1 a levels in MM1S, K562, and Jurkat cells, with no effect on CSNKIA1 mRNA
expression at 0.01-10 uM for 24 h.
Eliminated lenalidomide—dependent CK1 a degradation in 293T cells with homozygous CRBN
inactivation at 10 uM for 5 h.

WU, e

Animal Model: C57BL/6 (female)

Dosage: 10 mg/kg

Administration: i.p.; daily; 14 days

Result: Did not alter CKl a protein levels in mouse bone marrow cells

Animal Model:

C57BL/6J; CRBN (female, 8-12 weeks of age, multiple myeloma model via Vk12653 myeloma
cell injection 2 weeks prior to autologous stem cell transplantation with suboptimal

donor T cell dose)

Dosage: 50 mg/kg
Administration: p.o.; daily; 21 days starting on day +14 after transplantation
Result: Showed no antimyeloma activity as monotherapy with suboptimal T cell dose.

Drove synergistic antimyeloma efficacy in combination with anti-TIGIT

Reduced serum M-band progression in combination with anti-TIGIT

Improved survival in combination with anti-TIGIT

Reduced the frequency of exhausted CD8+ T cells in combination with anti-TIGIT
Expanded central memory CD8+ T cell subsets in combination with anti-TIGIT
Enhanced IFN-Yy production from PD-1+ CD8+ T cells in combination with anti-TIGIT
Increased expression of I17r and 1kzf2 genes associated with memory T cell maintenance
in bone marrow CD8+ T cells in combination with anti-TIGIT

Fully protected long—term survivors against myeloma rechallenge in combination with

anti-TIGIT.

Animal Model:

C57/BL6 (male, 8-10 weeks old, 20-25 g, LPS and D-Gal induced)

Dosage: 3 mg/kg

Administration: i.p.; single dose (2 hours before LPS/D-Gal exposure)

Result: Reduced liver lobular structural damage, hepatocyte necrosis, and inflammatory cell
infiltration in liver tissue
Ameliorated renal tubular epithelial swelling, brush border loss, and vacuolar
degeneration in kidney tissue
Decreased serum levels of alanine aminotransferase, aspartate aminotransferase, total
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bilirubin, blood urea nitrogen, creatinine, TNF-a, HMGB1, IL-1B8, and IL-18 compared

to the model group.
Decreased protein levels of IL-18, IL-18, NLRP3, caspase—1 pl0+pl2, and GSDMD in liver
and kidney tissues

Reduced expression of M1 macrophage markers CD68 and iNOS in liver and kidney tissues.

Animal Model: ICR mice (8-10 weeks of age)
Dosage: 0.5. 1.5, 5, 10, 15 mg/kg (i.v.);
0.5. 10, 22.5 mg/kg (i.p.);

45 mg/kg (p.o.)

Administration: i.v.; single bolus; i.p.; single bolus; p.o.; single bolus

Result: Caused no observable toxicity up to 24 hours post—dose at 15 mg/kg i.v., 22.5 mg/kg
i.p., and 45 mg/kg p.o., with one fatal event occurring immediately after 15 mg/kg
i.v. administration

Reached highest tissue concentrations at 2 minutes post—-10 mg/kg i.v. dose in lung
(15 wg/g), followed by liver (5 wg/g), heart (2.4 ng/g), and spleen (1.3 ng/g).
Decreased to less than 15 ng/g in all tissues by 8 hours post—-10 mg/kg i.v. dose

Was detectable in brain tissue only after i.v. doses of 5 and 10 mg/kg
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	基本信息
	使用方法（供参考）：
	一：体外实验
	此方案可获得 ≥ 2.5 mg/mL（饱和度未知）的澄清溶液。
	以 1 mL 工作液为例，取 100 μL 25.0 mg/mL 的澄清 DMSO 储备液加到 40
	此方案可获得 ≥ 2.5 mg/mL（饱和度未知）的澄清溶液。
	以 1 mL 工作液为例，取 100 μL 25.0 mg/mL 的澄清 DMSO 储备液加到 90
	2 g SBE-β-CD（磺丁基醚 β-环糊精）粉末定容于 10 mL 的生理盐水中，完全溶解至澄清
	此方案可获得 ≥ 2.5 mg/mL（饱和度未知）的澄清溶液，此方案实验周期在半个月以上的动物实验酌
	以 1 mL 工作液为例，取 100 μL 25.0 mg/mL 的澄清 DMSO 储备液加到 90



