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REAZABRHNEREZBIRANENRE. HEMRFARBARZRIEGNEARN, NTIEEERZALRZRRH/N
REE, SRS ERAXRRRAR, BIFMENAKRREE.

PART1 HARBEBRAZZARH/NRIER

RRAZANFWNEREZBIEANEMAE. HEMABHARBEARRRE/NEER, NTEEEZA
KERAFHNREE, ENUERHERAXERRR, EFMENAKRREL.

A LBERRZREARLNE

ERFNEBHTEEEREAER K. LERANEHEERBINREFREASNE, ERAEREHRN
EEHPEE, BR, ERMEMIMNALXZEFEERNHEER, AXKRETEHYALBBALNE
MEREEMERFNE, AR2REESNNEEEPEERFNENRRNLAELR. BFEENRNERRSRY
THREFTANSHARNAREGREBNARER, MEBTRRRENENAMESEERINREHK Z
EREMBERRITERALD, BEHTREAXBRAERMERRMAE, RRAEE LIRS T REIE
RERBTTNEREHR. Bit, NEFAMEREUAFITEARSRRREZBNEEER, LA
BREMRPEXEEN—K,

BRAZNBUNEREBEFGALRRRSE ., EBRMHABRERIENHRERDIARUNRERS THR
AFRERNIFEENAREBTEER N,

ERAFAFRHCMENEE

iz, RERFZNBRUNEREZINARERRRENENERMARRUARE. BARGELEEAER
TNBNBEBRERS, BEIEFANAREANEARS EEZHEANRNARRRERS

NEENBRE (nude) , B/EXREISCID/INEFMRag-/-/NE, BEINOD-scid/NE, XLERHRRZRMEE/N
REHTERRRNFESEARABIBEARNERE, IHTHERSESRURGRNEGEH, HR
BEREEMRE T 2RRFANBRUNRESLRARPOINA

RREMENENAEBE2000FFERTEEEINRE., AMNEKW, FHAABNE2 (IL-2)Z{fky
FE(IL-2RYC) IR EARRSEBUNET, BARAE™EHRIE, MESTHNKARNAS, NMEEBH—FHK
ENBARTNEARNNBERER, EHEM L, SHEALHNEEREHRE/NRFERSHIHFRAR
ELaH%k, RABRE ZNHANEREZANBRU/NRERFE, €81F: BALB/c-Rag2-/-yc-/-
(BRG). NOD/shi-SCID yc-/- (NOG) A& NOD/SCID-yc-/- (NSG)Z%,
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mE IBNtRE BERE =
SCID T. BEAEEERST = NEEE A EE: anER: HEHeE
Ragl ~/HEiRag2 " T. BEEEERST E= NEHEE A EE: TaEERRETSE
NOD-scid T. BEEEEERST NIGHERTZ ST, B NEHEE EES; WESSE; EREERE £TEE
NOG T. BEHEEERST NKERFTENE, EEdmEEEmE NEHEENGERS, SNSESEE; WiEfSE: £FEE
BRG T. BEEEEERS NKEHERZTE NEHEEAGES, BETNOG/NSG, ENEEEE; WEsfas
NSG T. BEHFEERE NicHERERE, EEREADR(E AEEEE NGERS, SNEEEE: WETE: £F8E

= SCID: EEBASEEREAE: N0D: FEERTE
1. ABUCNBERNEERESR (RIEKBERef.6)
BIUYSRKRARZEARLNRERNTGE

EKBEAZRRRERZNT L, TURERRRARU/NRERSAZKE:

e Hu-PBMC (204 Hu-PBL) /NEE4ZEE! (humanized-peripheral blood mononuclear cells)

e Hu-HSC /NE4EE! ( humanized-hematopoietic stem cells )

e Hu-BLT /NE#&EE! ( humanized-bone marrow, liver, thymus)

1) Hu-PBMC /h\@Bis8Y

ShEIMEZAM (Peripheral blood mononuclear cell, PBMC) EN4NE M BEE B MM, EZHH
B (THBAME) . BZMAE. SERAK. MERABMEMDSAMERAR, 2VARENEINEE
NEZHMEARN .

Hu-PBMC #&8, s{Z#FRA Hu-PBL (perihperal blood lymphocyte, PBL) #&%, 2—fiER ARG S
MEFNRREZAZANBRU/NEER, EHEAX2ERANREHAN (REPBMC) LERIE (i.p.) EREK
(iv.) FBeRHEEENED, ZEREEATRR A TAREEAARIE G RENHZEY,
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Hu-PBL model

BE1. Hu-PBMCEEE IR EE., (BF¥BRef.2)

Hu-PBMC #EERFESHRE ., EBEPBMCE, &RIE—AMTLUEUE ACD3+ THI;, KLX2BERA, &
RAMMSRRER,; KN4BEG, NRIEMP N R 250%89 ACDA5+4, HP£90%CD3+ T
#Hpf, CD4+:CD8+ TAMELZELAN1:1, B2, Hu-PBMCERS A EHEMNBEMBER (GVHD) ,
BESATABRNEAERRERX, tJUET/NERAENRERTM, —REEE2-3AMSEIGVHD, Elt
IRMBERRE.
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(A) 100 1 —HuCDa4s5"*
—CD3 (in
80 HuCD45%)
—CD19/20in
HuCD45")
w»w b0 . +
= ~ CD4 (in CD3%)
L ]
s CD8 (in CD3*
® 40 (in )
0 - .
0 2 A 6
Weeks after PBMC injection
(B) 10 100
80 B
5§ o 8
= c —% of initial weight evolution
S £
3 - 60 %’: —% huCD45" cells in blood
et o
3 40 8
= 3
‘C £
€ -20 S
- 20 X
ES
-30 -0

0 1 2 3 4 5 6
Weeks after PBMC injection

E2. Hu-PBMCREERZZARUNERNRREZBERSEGVHDRRE, (A) ARWNRPEEIES (iv.) A
SrEMBZAME (PBMC) ERERZ., (B) ARWNRPESPBMCENENEZMGVHDARE, PBMCE
SE2E4F, MK ACDAS+HEREIEM, FN/NEAKEGVHD, KERETERE, (Ref2)

2) Hu-HSC /IMEiEE

B—EFTENREACD34+ HSCSHEF R RRREBENRD, ZAETEEHANBENEHRTIBRFE
MERLUEBR/NBRHSCHEH AHSCHIBE, WRERBIN hu-CD34+ , WY hu-SRC (scid-
repopulating cell) B2, ELHE ZNBATFHRARAXENLAE. AENSHNRERMNIAKHIVAIEBVER
SREMERT,

EMFHM (Hematopoietic stem cell, HSC) R AMSMARPEEHEH, NN UWTmESRMMAED
—RAfE, COMFERANETRIABIENT/HEABNAEZTERARE, ER— I EERENMNIBR EIERE
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B0, EARTARMMENER, sEEARX SR RIREH .

BIgEREKR (iv.) HRERW (if.) BREAFTM. 88, G-CSFRUEMNSMNAMLAAFAIACD34+ HSCs
FRBRFRERE/NE S, TUFESHENTAR, ETARSEE), FREENEHREAE, 8
WEEBGES (OARFHAFA) BACD34+ HSCsBETIFEZTHNRST UNFI4AR) , SIRFHNAMARE
B, AE~ETAMR. BAK. ERMAKR. NKAKRIMDCHAE, RRFEMNRSNE&EBNACD34+ HSCs
kiR, EREFEAHSCSE S EET RERRE/NE .,

Hu-CD34 model

I N

Mobilized CD347 cells

‘ peripheral i.p., i.V.
blood HSC

%r? Bone Irradiation
'5 marrow

'f Fetal Irradiation
liver
Umbilical

cord
blood

HIS
mouse

mouse

E3. Hu-HSCERMETRER, (BFRF%XBERef.2)

BEHANHU-HSC BERRETHRER ST NHMWEREZ—, HEZVYANEGRRAKNMEHE, &
BEAREHBRMAEGHD, TATKYHR, AILEE—ENRBRME, Fl, ATHARENSINERR
EBEAF, NENEZARBEIUEESHE (MHC) FRAH2EEH, FETARZS/NERH2REIME, MARK
AZEBHEEMERE (HLA) . 3%, BFATNBRZENMEEZER, NEARRZANABEF, AXTFHE
ENEFRARKERR,
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100 —HuCD45"
~—CD3 (in HuCD45%)
80 —CD19/20 in HuCD45")
CD4 (in CD3%)
o 60 =
3 ~—CD8 (in CD3%)
E-]
% 40 — NK cells (in HUCD45*)
Monocytes (in
20 HuCD45")
— DendriAc cells {in
HuCD45")
— Granulocytes (in
0 HuCD45")

0 2 4 6 3 10 12
Weeks after CD34 injection

El4. HUCD34+ HSCsE R AR ABRM/NBRHNEREZER. (BAR¥BRef.2)

3) Hu- BLT/MNEiRE

ZRERRERRG/NEETRANERRLER, BARFNNRARBEINERRREZANRER
ET, REREERBR—MANAATEEHERIE CD34+ HSCs B AEES (i.v.) BZRA/NR,

BLT model

_ Fetal
/ Kidney k éi thymus
Irradiation %% capsule

HIS
mouse CD34* cells

E5. Hu- BLTREMZREE., (BR3%EBRef.2)

BN ARFFANRRA T ABRMTRE, DSRATARNAS S, B8SHSHENHLARGITAR, of
DRI AMNENERERN, Fit, BLT REZSHAFENERRRNNAR, MHIVES, A, BLT &
BRGVHDRIREXE FHMCD34+ HSCRAERE, thREI T IZEEENAREN, 5, ATFRIELRE
IHRE—HENMEARMNBERABTE, BHu-BLT ERBVIRTRESHEMENFARIRIE, MR

THuU-BLTAER 7 iR R R A A I,
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HATLA R TRIRRERABIN R3S RRRFEANRU/NERE,
2. M ERAFNRW/NRER PR RRLR

BE 15 e
Hu-pamc  TIRJIRREE R&4CVHD, SHEELIE, W ESE.
THEZENES., BF T@EdBME AR A GVHD, K4 FFER.
HU-HSC EREMMPEEE. SFTHAMR. BMAE. NK THARS/ ) FElEEHE. THEARLSBETLTHEE, 3
Y Csl; D ) HLABR 5% .
T ERARERERS R EFIE, SEMETE,
TERE T & A BRR ERE A B R GVHD& & ¥ HU-HSCE .

% 3. Hu-PBMC #&#! vs Hu-HSC & &Y

¥ Hu-PBMC &2 Hu- HSC #£5
ANREHEER 5h A I 5 1240 A ABFEm, B%. G-CSFEEMSE MR
L _ _ iv. S BERN (EEE)
== e DR (EEE)
EXiEEEE FUhE THEIEFERRE
R ER NECRIAATAR (HLARSICD4+FICDS+) FNKZREE ZREMEME SIETHEE. B, HAEME. NKAE
BRI RMRERNEE THRZ N REBEHE, 8T AHLARME
REEENE RiE, MEE (AZERE2E) EERE, NEK (KAFE12-168)
BRI E S B MFACS#MIhCD45+ 4BARE 43 Ek1£20- 30% ShB MFACSHEMIhCDAS+ SRR T 43 b B 1d 25k
BRI = (£995%) SR (£985%-95%)
) ) i huCD34 (huSRC) EEIRE4E
Surp FE (PEESeR) BT BEAEBEEAARE
R O E ¥ (TiEd1248)
B & =

PART2 @B RZAAABHNNBEALEEFSEEHAKPHNE
BEBXTR

RANT BEMSABERERONFEXN TAARNRRTEUNESEBENKPARREXEE. BEAT/NR
MAXRERNZ BFETFSYEREER, SBENRE PRINNTEEIRKECPBEITES AKE,
MERAZFNFM/NREA T HEEAHREBEHRONG . D FREHRRURBETEHENEERE,

BHEYMEER GVHD

BERERRRIE/NE P ACDA+ TregitfTHIAR K, ACD4+ Tregu] Hfh AR BKRABENHEFAR
RFNBEMKRHERUNARE., EETREHRE/NREERENAXERRER, AEHEREEXLEERSA
FERAVEX MY, ETHU-PBMCERZE A2 A LR RAGVHDIER OB FH 5 7 CD8hi TregsE{A RN
FiBhGVHDEAYT & 1, 5K, AZCD8hi Tregsto] LB R RAR N MTHIEE . AR CTLA-44K
MR E A AR E R, RBREMGVHDR N, BiXLCD8hi TregsT] ABMIES KM S,
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MASREHU-PBMUNR B —K R R DB EDTE (GVT) Eitk,

A i PBS
hPBMCs {Az ) Irradiation hPBMCs mnvEDE (A2")
\ - (A2+) cps” Tragg {reclplent—speclﬁc} (A2")
b 4 waaks W CD8" Tregs (nonrelated) (A2")
d-1 do
-|‘\- =f=
4_|§a£§ek$ old A2~ humanized
E - PBS == - hPBMCs + PBS & hFBMCs + conwCD8
—EB- hPBMCs + CDB" Tyags (recipient-specific) £~ hPBMCs + CD8 Tqq (nonrelated)
1w -r-— -7 o 10-
L J
_ 801 Jk £ o 81
g 5'5‘| 5
€ 604 &y = § 6-
@ i$1 & 2
w5 40 At é g 8 41
F 20- L-ﬁ;‘"""‘ T .:; a 2
"""" 1 ~30- ®
0 —4—— 17— 0-
0 5 10 152060100 0 5 10 152060100 0 5 10 15 2060 100
Days post-transplantation Days post-transplantation Days post-transplantation
a- hPBMCs
Lung Liver Kidney Gut Spleen = hPBMCs +
. n—— s Trags (specific)
20 2
o E3
hPBMCs *
151 .—|
5’} 8151 %
& 10
ko)
hPBMCs + i £ 5
Tregs (specific) + ol
i 6 9

Days post-transplantation

El6. CD8hi Tregs inhibit human allogeneic acute GVHD in an allospecific manner in vivo. (Ref.20)

247352

AENSG/NBRPHITARKBE, KI/NEFRALZAETIFS (anti-Gr) SEFF T LUBADGr+EERE, &~
BEBEAR, FME#GORE, BEERFNNEERSMERS, NEARKENBEEN, BECD4+
S CD8+EFRAAPBMCEHE, ERENAXRKBEMEIRABEHR, TARTALXTARNSHK
BT R HE IR T o SE B o S HI IR AL,

EEmAEREMRR BN ERA D www.modelorg.com 400-728-0660 8/24



\NGALEX]!

HHHHHHHH
MODEL ORGANISMS

CD45
o,
B
CD31 Involucrin Vimentin
R zﬂ.ﬁ"ﬁ‘hh
No PBMC - _ ' ji~
o, SN
PBMC - [ - T o P,

El7. Rejected Human Skin Allografts Anti-Gr1 mAb-treated NSG mice bearing human skin grafts
for ~30 days were left untreated (top rows) or injected intravenously with 20x106 allogeneic
human PBMC (bottom rows) and tissues were recovered from both groups 31 days later. (Ref.21)

[R5BiE

Hu-PBMCEREH B TFHRRBELSHFRE, ERERBHFRNMGVHDAEZBEFEE "&F ", MUK
HEWETRE, BiRAPBMCS R BBEY RN ESEINSG/NE P I SE100%/NRE21 RZARIE
REBEYHIRRNFAIRESIE, MERMMBIRPBMCGERBI37X, EERBENSG/NE hEIERBHE,
HTFGVHDH AR, ERRELLZH, =ZAZ_M/NRIRE T SME,

Hu-HSCEERTIBIY EENRR RS, EARERHEE/NEZRNEETESYNBENER, BERY
SEAXRERE, BAHSCHEMEBRG/NEAHEFARS, BRDTHRBABEY ., MNSG-HSCUNR T
BEVHIRENYA60%, BEBEYTRZMEREZETE, i, FRELRIBANAHSHEERTREXK
BRAZNBRHWNRESBEERE D ANRRINENESR, L TE.
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Recipient Strain

g

BALB/c-RaaZ

Engraftment
protocol
Pregnant BRG

HSC source and
number injected

1x10° CD34"

Time after engraftment
islets transplanted
300-500 human islets

Graft outcome

Human CD45 engraftment levels of

2™ (BRGY mice injected with umbilical cord transplanted subrenal 22.0 £16.6% in the blood, grafts
0.5 mg Busulfan 2- blood cells injected |capsule 8-26 weeks post  |analyzed histologically day 14 or 35
T days priar to intrahepatically CD34 H5C engraftment after transplantation. No evidence of
delivery, BRG into normoglycemic rejection determined by no loss of
newborns irradiated BRG mice insulin staining and little CD3 or CD20
with 550 cGy infiltration observed in the graft or loss
of Human C-peptide in the serum
NOD.Cg- 1-3 day old NRG- 5x10° cD34" 4000 human islets N3G mice with 12.9 + 2.5% human
Ragj miMem Akita mice umbilical cord transplanted subrenal cD45" blood cells used in experiment.
e irradiated with 400 blood cells capsule into diabetic 8/13 (62%) islet grafts rejected as
Ins2 = INRG- cGy NRG-Akita mice defined by a return to hyperglycemia
Akita) and lass of insulin staining in graft.
CD45 infiltration observed even in
non-rejected grafts
NOD.Cg- 4-6 week old NSG 20x10" cD34” 3000-4000 human islets  |NSG mice with >15% human CD45+
Priede™™ irradiated with 240 umbilical cord transplanted subrenal blood cells used in experiment. 21/21
2™ (NS E) cGy blood cells capsule into diabetic (100%) rejected islet grafts as defined

NSG mice, mice treated
with streptozotocin to
induce diabetes (timing
not reported in relation
to HSC engraftment ar
islet transplantation)

by return to hyperglycemia and loss of
insulin staining in graft. Infiltration of
graft with macrophages (CD11b),
neutrophils (CD66b) and CD4 T cells,
but few to no CD8 T cells

8. Recipient strain and engraftment protocols affect islet allograft survival in humanized mice.

(Ref.17)

L4k 3

RRAGAFUNEERRALBRETEG ZNA, 8FFS (HV, ZRFEERRKFS. EARKS
MEER) , 458 (AR IRENERGE. E20RTE. SReFFKES) IF5£ER (RHERR.
RAMFESRR) B3R,

EEmnEXEYRERDERAE

www.modelorg.com 400-728-0660
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VIRUSES FUNGI
HIV-1 BACTERIA PARASITES g
EBV S. Typhi P. falciparum
cCMV M. tuberculosis P vivax
HBV BCG L. major
HCV S. aureus v ¥
HDV E. coli
HTLV-1 N. gonorrhoeae 7
Dengue
KSHV
b R
HIS Mice
HUHEP Mice

HIS-HUHEP Mice

E9. #RAFZNFRU/NEERRALKRIEPHINA (Ref.10 )
EBV

ZIRHTEE/RFS (EBV) RitR LREBENALXRREZ—, FERR0% U LNMEAD., BTFEBVY
AXAREFHERERYE, BUIEXMNZRESNRRNRETERIRR, EBRERREFZABRLNRNTE,
&3 FEBVHIH RS UERAR R

¥HLA-A2 + CD34 +iEMBEMMFFHEINSC/NEPFERABRRRRR, NTEFAR, EXLHU-HSCER S
IR1GF1965%HBICDA5 +EH, £940%HICD3 + THME, 2955%HICD19 + B, LAKRLI3%HINKpP46 + NK
M, EHhTAEALIH25%8CD8 + TAMEM75%HCD4 + TAMARN ., BAEBVEREERFZNBH/NE,
HNEMTRESEANER., HRERLAW, BMECDS+ T EAMEBVRE T IEDFRIAGIFEPD-1EER
ZHINFIMZER, EEMMNERETFEEBEF. REGRRMBANIGIENGEN . mBTAEBERPD-1HA
BEMEHIS/NENEBVRREREES, RMSEMBESHEXNKEBE K, RBEPD-1HXY TREEHRE
E, XELUSKANARER, OIll, ETFRREZZABRM/NBERNHRAEBREBVERNGREEFS
MR FIRERR M T FANERE
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A Irradiate newbom, immunodeficient mice 5 P
(NOD LtSz-scid IL-2Ry™-, with or without —p «4— Transplant 1-3 x 10° CD34” cells
HLA-AZ transgene) with 1 Gy. via intrahepatic injection.

l12 weeks

1004 100 100
+ (] [ |
e 804 m o g0 s b 801 .
= &
2 _":;E.J.'_ i . U= IRt
5 g0 . &0 u 5 B0
e . = . . S -
2 gt & gt o L] u
g . & = .y .
E’ l:.I E_ e A ng g w
T 204 £ 24 g o 204 W
a® ™ .
o 0 . e : :
&° & & & & &
& Y % i+ A A
o s $ &
& < ¢
o
E EBV infection

IP injection Bleeding Bleeding Bleeding Bleeding Experiment end

A

[ I I I I [
Week 0 Week 1 Week 2 Week 3 Week 4 Week 5

Figure S2: Reconstitution of human immune system components in NSG mice. A) Scheme
depicting the reconstitution workflow and data from 4 independent experiments used showing the
relative reconstitution frequencies of T cells (CD3, CD4, CD8) as well as of B cells and NK cells.
Each point represents one reconstituted mouse. B) Timeline of EBY infection in huNSG animals.

El10. ¥ $HLA-A2 + CD34 +iEMABMFHBINSG/NE P EERANBREZZRS (Ref.11)

HIV

BRAFZANFU/NEAREHE T RMNIHIVER, BRENARIEN TR, mEATRSHRRML TR
REWFESR.

MARERZANBRUNSER, IREGUE—SREGRNFSHFEHERAENEMRYERRBSTE. B
FHu-HSOUNBRBEB AR R, L@ CCRSBMMFIMZYIMaraviroco MBEHIVEIERE, BN, EHR
THIVESMHCDS+ THEMKMIEHEDC (pDC) ERSEHFHNEENERETPHXRER, URE/IEE

maT PHES,
A. B.
=108 . 10° .
B -e- Uninfected Control 5 -s- Uninfected Control
aqgs -a~ Placebo 2 -8~ Placebo
= a
E -+ Maraviroc E -+ Maraviroc
.E_wa g
o o
]
Z10° L
T 3
b= a
g P oo :
E =
= 10'+4 T T T T

2 4 6 8 10 12 14 16
Weeks

(=]

E11. $EECCRS BN FIE 25 Maraviroc S HIVESTRBA 3R (Ref.14 )
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EHNEFHENNREWR P, EHU-HSONR D BB =ERAERIFNa/BZA (IFNAR) ESEE,
ML TREERFESATEIREPNEEIEEFNHBETHVRSUTAR SR RN, HEEIEFIRER
BOTHEARDHNFAMHIVESE, ERTHNERRFSTEELEERENRE, oI, RERAZAAR
WNEEREHRRARTUBBREAALRABNNEZRRESHY R EMFIHIVE FI 5 ME I E R EE
DRMEMAR. BENEERNSYE, 53 2EHU-HSCHBLT/NBARTENA XL EMEITUERS
MEBEEREMERFE, XEHFRA RS AR E R AEN AR NR PHIVRI R RIS,

A B -5 HIV+cART+migG2al (n= 18)
E —— HIV+cART+aIFNAR1 (n=11)
w
cART o 7
HIW-1 | §
infection Ab injection ; = 6
Detected HIV-1 =2
rebound = 5
=
> xr 4
-91t0-7 0 4 T 9 10 11 12 g
Weeks T 9
g 24
g 2
= 5
AN S R S S T W - Y S N
)
2 Weeks after cART initiation
C == HIV+cART+mIgG2a1 (n= 18) D
= <
—=— HIV+cART+eIFNART (n = 11) 25 300q 2 400009
100 = -3 @
g |4 2‘ % . H 'd:
£ g + T & 200+ | 2 Z 20000+ *
k] EE o' EE T-
§ 32 1004 e 82 .
[l —_ - . —=ai
- - P = 0.0001 g ® . £T 1000
=i 40‘ o @& ~ =
- g2 IS 5 oo -
S 20 = 38 Oty—ipp- 0
Eif o n:U e s *.
0 <) - & L
. 2 g e '-:J?
0 1 2 3 § £ & £
Weeks after cART cessation & &
HiV-1+cART HIV-1+cART

E12. IFNAR blockade during cART delays HIV-1 rebound after cART cessation. (Ref. 18)

FEHIVIRTETRR S, HXHIVA R ERARTERERRNEEZBR. RRAZABRL/NEIRHIV
IS 2 A (bNAbs) A EBEEEN., EEXR, MANHIVIUERETR (biNAbs) @I KE
ERIgG3RELEWIEMFabREY, EFHRERNEADNNMANFabRE, W TESHRSEM,
EbiNAbsEBEEHIV 8ERED (Env) B MNAERMNFabRE, TR HEEYE, E5PMA
BHIVA BN ZEENMERM ., FBAHIVRENHU-HSCNBRERT G Z IS SRR RE, T
Bz EATRREEYEEMER TRSHE. EbINAbsEFE M ACDAZACCRZHRAFabF E.
MB—NE@HIV EnviFabR B, tTIERAEFEHRSHANHYIME, AMEREBEIHTHIV EnvENSH
REDPAIER, XLCD4-Enval CCR5-EnvUfF F M HTIAREE BRI HI B EHIHU-HSTUNE P AIHIVIR S 2
£, #B, EEHIVREHEER, EEMPHRAEHVERE,
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IgG3 with modified hinge domain
to increase Fab flexibility,
allowing better binding to

two different epitopes in Env

Fab domains with different
specificities within HIV Env

CD4* T cell
Validation of

in vivo efficacy
in HIV-infected
humanized mice

HIV virion

Bispecific IgG with one Fab binding to Env (gp41) and one
binding to an HIV cellular receptor (either CCRS or CD4);

this dual specificity is believed to help position the antibody
at the precise site of virus entry, allowing better
neutralization of inceming virions

€ [

Anti-HIV antibody

{e.g., to prevent viral infection
or lower viral load
if already infected)

A

CD34+ H5Cs

\

Immunodeficient mouse

HIV infection

& 13. Testing bispecific antibodies in humanized mice. (Ref.12)

MEREHR

SAELMERABENRRRAEARU/NEREZHANERRTENRBENERIR. ERRREFARLN
REVEM FEAANMEMAE (CDX) SEMEALR (PDX) , REBEIF BN AKNEMEMKE, BFH
RALRRRARE TIHENERER. [HMEFMELRT, TERRRATRRRMEXERNE.
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- Mucosal immune function
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- Human tumor infiltrating lymphocytes
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- Human immune cell profiling
- Human cytokine levels
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B14. ETRERAANRL/NR (Hu-HSC) BIPDXIER!, £2BVH&IERNSG/NEE, EE5ERKACD34 +
ﬁJIﬂ:FfEHHﬂ (HSC) FHEINSG/NR D, BIRIABARV/NEINE D P LI ACDAS +HBBE DL,

BMAHSCSHBAE R, RAEREBENMEALBEIRRERAANBRN/NE S, HATFHRSHT AN
x"SZo (REf.ZZ)

fEHU-PBMC #EBUA] Hu-HSCAER! it TP MMk AR #EM, BB ARM/NRER, ofUURFUAT
HENMERRATHR:

HEB FHARNRRITE

BRAZABRM/NRER RS AT SURM TE AR, FMAHU-PBMCERNHRIZRT, $EEE
EZHCAR-TIFEX B B REEE EENMEIER . XAERENIRFDAREN R FIE7BAMIUMRE
R A M E CAR-TI A BIR A IRM T B HZHF, fEHU-PBMCIREE PDX /28 ch, CD278EM5 3L CAR-T
HMpm, NMRBESHNFAENRAEEMNE.

5h, FENKARE A RRITENRRTS, RRRAEARUCNBEERN AR GERRSMAME. PEE.
ZHERHE. BRESERNMMED,
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FERRIEE R IHIF G MR

HRBZHNHRERE, RREAZAFRUNEREEEZRRERMNHFIARPEERBME ., Hl0: FEHu-
PBMUNR P RFPKHOSHME, BURRAGZAFRLERE/NERE, HFI A ZEEIERPD-1H R TT 52K
B REMER, FHU-PBMOUNE PR AMERESCC-3MAMNRESAMREUS7HBRE D, PD-1H
RO EAPER/INEAD50% A L, S REREFANRU/NREBEEZ YRR ERMFINNREFES.

Vo

o 1 7 i1 14 14 o 4 7 11 14 18 i
Days after initial administration Days after initial administration
r 2
] W
o 0 - 0
= L
= =
bl o )
£ -2 £ -1
= - \\ -
= - &=
e e
5 & | B 4
m m
-8 H
a 4 7 11 14 18 a 4 7 11 14 18 0
Days after Initial administration Days after initial administration

E15. Inhibitory effect of anti-PD-1 on the growth of SCC-3 and U87 tumors in vivo. (Ref.23)

HEEXSIBITME, H0: NERE [HMHIF

Hu-PBMC/NBEEMAEHERHHT-29MBMBEEAHLR, H4L Furelumab (3hCD137) =/
FMnivolumab (#IPD-1) j&¥F, ERAMBKSBTRENPMAAYEMBEERKBE, KERITRBE
EEFN; BEREY DO MIFNYRIATABEEMUR ATregAE LD ,
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E16. Immunostimulatory mAbs anti-hCD137 (urelumab) and anti-hPD-1 (nivolumab) alone or in
combination show antitumor activity against a xenografted human colon cancer mediated by
transferred allogeneic human PBMC. (Ref.24)

EEBVHE X MBI HU-HSCIE R b, PD-1FICTLA-43EIFIB9EX S Ao A4l EBVIESHITREME KB
EHEENER, BRMERERTREEETT.

EEmnEXEYRERDERAE
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E17. Combined PD-1/CTLA-4 blockade inhibits the growth of EBV-induced lymphomas in cord
blood-humanized mice. (Ref.25)

FERESEEITE, Hlil: CAR-TESRERERMFIFIRE AT

HEETFHU-PBMCHY R IR B B E/NRARE D, F5R T PD-1 NS HITHR A = 18 X9 $E [0 j8] B RBYCAR- TR
VI, £RXRF, FEKPD-1/PD-L10]AERCD 28R AICAR-THING,

E Control group no T cells M28z T cells {5e4)
PD-1 ab injection PD-1 ab injection PD-1 ab injection
0510 303540 q 5 days
ey Ty AAAAAARZRR2R AR AR L]
1- " =
+ A

10

107 10

BLI Signal (photons/s)
=

B T T T T T
5 20 4 60 s "0 20 40 60 80

Time after T cell administration (d)

E18. Injection of PD-1-blocking antibody rescues M28z CAR T cells in vivo as shown by tumor BLI
in @ model treating established high tumor burdens with a single low dose of intrapleurally
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administered M28z CAR T cells. (Ref.26)

FMADCC, IEFHERAS

FEHuU-PBMOUNR T EMME (RCC) FARE, RSN ARAEYE/NEER R FiF M xERE Xk
(anti-CAIX) BYRAMERER, SR AW, anti-CAIXmADREEAIMNEINKABNSMEEYE (ADCC) |,
MR MRS (CDC) MEBRARNSHNRMKBIHEMEEEEIER (ADCP) RHRCC, EIEKEE
NEMRRPARERNE, BEMEZENKARNEATARNEL, NMNEICAX+IPENER,

FEHU-HSCE R/ NBARE i/ 7 IUE B IEEpCAM/CD3HRER R ; FEHU-PBMC BRI EyEAE B thiT
M7 5 HHECD20/CD344R (REGN1979) XBABAIERR G, #H 7 BAMAENLELR,; EHU-PBMC
DN EE IR R AR R i T XEF R MECD3/CLDN6H A (6PHU3) #E@THAENEZETH T, 6PHU3AE
e RFIACDIAIER IETHME, o] LI HBRFIACLDNOAIAPIE,

(a)
“& 3000,
£ =+ Control - Vehicle
— Control - No PEMCs - REGN1979 10 ug/mouse
E 20004 « Control - No Tumor - REGN1979 10 ug/mouse
5 +~ Control - REGN1932 10 ug/mouse
© -+ CD20xCD3 - REGN 1979 10 ug/mouse
E 10004 - CD20xCD3 - REGN 1979 1 ug/mouse
E ~ CD20xCD3 - REGN 1979 0.1 ug/mouse
= o —————t—
= 0 5 w 15 20 325
Days Post Tumor Implantation
(b)
& “ 3
E 7 E
u I @ = Control - REGN1932 10 ug/mouse
= Control - Vehicle g 2 - . e
_g = Control - REGN2759 10 ug/mouse ,—g CD20wCD3 - REGN1979 10 ug/mouse
= = CD20xCD3 - REGN1979 10 ug/mouse =1
] g
E E
E T ¥ 1 'E‘ 0=t T T J
] 0 0 30 0 10 m 30
Days Post Treatment Days Post Treatment
Initial tumor 200-400 mm? Initial tumor 500-900 mm?

E19. Effects of REGN1979 on tumor growth in in vivo mouse tumor models. (Ref.28)

PART 3 BEEZZABRNUNREENERESAKL

NREREHARHR, NERARFEE, BEQTHAEENKAR, BBAHU-PBMCRER ZIEFEEEBHNER,
EAHU-PBMCEREMEBEE2EMN IR NER, {EHu-PBMCERGBAMERBERRE, BX
4 GVHDEREHHU-PBMCER BN EORKE (XY1X15-20K) ., ABEMEHU-PBMCHIGVHD A4, TIkA
BESINNEEZBALAESHESERIESF (B2M, beta-2 microglobulin) ERFEE, EEERNETE
AER, BMUKHU-PBMCHEEERED.
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MmN FRARRAFTEZTFEZIVERTFSHREMEME, ABAFERAHU-HSCREZ EFHIER, TTLUHER
MR TR EICIZ N A KB AMEF A . BEAHU-HSCRE NS REZFMELLHU-PBMCERLK,
BHU-HSCIER PO EZEARNMKARBERNAM, BGVHDNAEFEEMRIER, RN FERRS
PHEAARRTEFTHERSE . A, HU-HSCREEZEHINKALILAIRREN, AT EZATFTAEREHE
fELEf), oTRUEE AR ESEA AL SRAMER B INKAER S ML,

BHREER THU-PBMCEHU-HSCAE B #EPD-L1/PD- 1 ERESEEATPHEE, EXRARERAS
BB ohiEMIENAREER, £2 S8R, FEEPD-L1/PD-1{527%Hu-PBMCH, ®Hu-HSC, £MEE
EENRERE,

NRRREBEZFNBUNEAERFMEAPBRETZEABPHNARREY, NHESHE. AREFRK
SFEME, —ERNARCNEREBCNEME., UATEVARE FREGSENARL/NERE:
fEHU-PBMC/NR BiESfanti-CD3 mAb (OKT3) Zfanti-CD28 mAb (TGN1412) , anti-CD3 mAba]
RSMIRRER, MEAMEY K, SHARNEERIE. MTGN14120] SEUNEABIE TREHE2-6/)0
iNAETA

EEERRAENBRMNEEENNABERE ZARAN, RMNEEIENNKRETETZERYE, &
EGVHDH T REME R HE 2 MM HLIE . ARNEFH. AXERNEATE, HEEHKEARNAH
BEAKER, KEREXEAE, MEEMAREESE, B, AEAMABHARKIFENBEYXFE/N
RAARRRAZEZNRRENEEIBNZM, UFERREFALLRMEREE. TERERTRKSE
REFNRWNRERORETSE,
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E20. REKERRFZARUNBERNLRSZ0HETE, (Ref.30)

PART 4 BtE4&Y¥HU-PBMCE5Hu-HSC&EE!
HSC AR/

PBMC AJEAE/INER
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