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Abstract: The antibodies to the microtubule-associated protein tau play a role in basic and
clinical studies of Alzheimer’s disease (AD) and other tauopathies. With the recombinant
human tau441 as the immunogen, the hybridoma cell strains secreting the anti-human tau
N-terminal domain (NTD-tau) monoclonal antibodies were generated by cell fusion and
screened by limiting dilution. The purified monoclonal antibodies were obtained by inducing
the mouse ascites and affinity chromatography. The sensitivity and specificity of the
monoclonal antibodies were examined by indirect ELISA and Western blotting, respectively. A
double antibody sandwich ELISA method for detecting human tau protein was established and
optimized. The results showed that the positive cloning rate of hybridoma cells was 83.6%. A
stable cell line producing ZD8F7 antibodies was established, and the antibody titer in the
supernatant of the cell line was 1:16 000. The antibody titer in the ascitic fluid was higher than
1:256 000; and the titer of purified ZD8F7 monoclonal antibodies was higher than 1:128 000.
The epitope analysis showed that the ZD8F7 antibody recognized tau21-37 amino acid in the
N-terminal domain. The Western blotting results showed that the ZD8F7 antibody recognized
the recombinant human tau protein of 50-70 kDa and the human tau protein of 50 kDa in the
brain tissue of transgenic AD model mice (APP/PS1/tau). With ZD8F7 as a capture antibody, a
quantitative detection method for human tau protein was established, which showed a linear
range of 7.8-500.0 pg/mL and could identify human tau protein in the brain tissue of AD
transgenic mice and human plasma but not recognize the mouse tau protein. In conclusion, the
human NTD-tau-specific monoclonal antibody and the double antibody sandwich ELISA
method established in this study are highly sensitive and can serve as a powerful tool for the
detection of tau protein in neurodegenerative diseases.

Keywords: biomarkers of Alzheimer’s disease; microtubule-associated protein tau; double
antibody sandwich ELISA; monoclonal antibody
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PRI . HHT R AR AD B9 R I2 T T
B FHAR S B4 )

N tau FE 53 4 DA, oS L 4l
R 3 (B N v #43a) (N-terminal domain, NTD)
(1-151 aa). ffi%d MR & £ (proline-rich domain,
PRD) (152-244 aa). 145 454 18 (microtubule-
binding domain, MBD) (245-369 aa)Fl¥& 45
F4 45§, (C-terminal domain, CTD) (370-441 aa)®!,
TEAEFRAMET, tau P FEAEM STz PR
Srg {2 U2 o ikt O el (3 S v = 1
AD S FIVE tau REVIATE T2 ocH, Bk
Il AR EPIKSEINER; MAERE LM tau
JRAR R, ALFE DL 5EK (Pick’s disease, PiD) ., FZ Jiift
JIGAE M (corticobasal degeneration, CBD)AIiES 14
¥ VBRI (progressive superanuclear palsy, PSP)
A, T AN AR B Y tau B L ALIRIAR

Tau & [ 5 8 0 . oF BB R 1k 18 1
(p-taul81, p-tau217 Fl p-tau231 55)FIRELE /g i
T AD HARWRERAE . M T p-tau, I
HhAEBEIR AL tau VR AEWIAREWITE AD 12 iy
YERAIAH 2, TARTE tau | Bz iR S po iR )
JE R IX — W] R O R Sk Y ST A
tau BLITREGUIAR, F5 R A Ik S UE R S gse at
1SR PTACE FAATEN . /NI A 28 S 5
WA AD B35 I ZH 252 U VR fei i, 153
BT AAR 22 J2 X o 288 1) T %o R e 41 2 (paired
helical filaments, PHF)8# IR 2F- 4k, Joik HokK
DR tau 251 M H B, BHRATTHERY tau 5
SRR, AR RHEALA tau 8 FE N
Jit B TR B A LR ] tau AR 25 015
A7 AN FH T I O 9% W B 35 (enzyme  linked
immunosorbent assay, ELISA)Z¥ /& 18 = &
o IXEEHRZS AD Kl FHIE R tau 2 B e RESL
PRIEREAT SR T M

AW FHEAAN tauddl FHAVE RGN,
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1 1 A AR PR T I 450 N tau B N i 2544
I (tau N-terminal domain, NTD-tau)$F57 4 5.5
GEPLIAR, [RBTEES T RBUER S tau 21 E
SRy ik, A A T RS N ) £ P Y R A
7.8-500.0 pg/mL, AFK [ AR AL |
AD } tau 25 1% B9 MR FEAS B2 LG BRI 1 4
RIHE

1 S

L1
L1.1 sERushAnmaatk

5255 H BALB/c /M A 17 DUAR L0 A9
BARA PR, He K/ B(APP/PS 1/tau) il A b
SRR RAE YRR A BR A B R SR T e sk
B W BIETE b A BR S W JCRE E 9 A (specific
pathogen free, SPR) ¥ b7 . Fir A sl 4 52 45 1503
SPAL R SR B YIS T AR R A S AR DGR
S 2022030), /NEEREE AL Sp2/0-AG14
W B EREBE A A )2
112 ®F. ERERMHRE

i 58 241 7 (freund’s complete adjuvant,

FCA) . 3 KA 58 @ 4k # (freund’s  incomplete
adjuvant, FIA), PEG 1450 (polyethylene glycol
1450), F&At ke (pristane), HAT, HT /N FUATE
BEBUAR[E AP R £23°8 Sigma-Aldrich 23 F] ™
it s RPMI 1640 7% HT7-Bio 470 Fl BT2-Bio
B pr Wy B ThermoFisher Scientific 23 #]; Taus
M BioLegend A HI A BTN sTREM2
HPL A Abcam AH]; AN tauddl HEITH
Rockland 7 ) 7= i ; 40 A His-tauddl Fl
STREM2 [T AR S50 2 1 45115 800 3 T4
SRR IC Y P 1gG (IRDye 800CW Donkey
anti-Rabbit IgG (H+L))F1 680 i i I 2T /M4 kHric
It/ IgG (IRDye 680CW Donkey anti-Mouse
IgG (H+L))¥J°h LI-COR 2 Hl 7% i
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1.2 FZHA tau ZERFRM B R ERERN
T AN &
121 pREE

B 6-8 JRIkHErE BALB/c /N, FHE4IA
His-taud41 & 5 (s FE 7 LI 1A),
122 GREHAMENNRMFERBEEENR
FRitA 4R R 1E R

RN BUAPP/PS 1 /tau) iR 2H 21 5 MUK
[ AL, AU R s 2K, ] EDTA 4L
J A8 52 % ok (pH 9.0) B &2 o 3% AU4E/K LARH
W PN I o AR AR I N B2 /N BRI (1:100),
BAN 4 °Cil i o WAL, Y | B R Bk
1.2.3 4HRERRE

TwEFEMET, Wb 6z 3-4 d 5 i/ R
I, WA B . TS Sp2/0-AG14
EL G, R TS AR EZAEE 96 FLEE R
#e, HAT F1 HT ¥k,
124 PAMRFEMNIFIZ. ILsepEmMEK

[E)H2 ELISA Kl vafie i, BHPEFL A KT
PrifE: PN fH>2.10, BRCGREmALPE—2 AfLF
PR )/(F M o BRAL P 2908 — = B AL F 9 1H)>
2.10, H. ODuso fE>0.10. 5 PHM: 2R (%)=(Fe k%
BE P FLAGHI A 40 B 7 e A 4 L)< 100% . R A
BELAR BR T2 6 0 A LA 1 BRI FLEA 7 o 2 s Ak
2 A FE AL B TEPUAR IS 100%, e
ROk AR E B 7E 90 d LA I, WIEILL 2 pg/mL

taudd1l NP, A3 ELISA (JrikmE
1.3) K 20 B 358
125 BRERENKEHEMAK

WAL TAL I BABL/c /INERL, T I S i ik
FIF A5 2% A2 68 A S [(0.5—1.0)x 107 A4 if/ K 15 4=
K, JEE 4% ELISA A A Oy 2 [H
1.3). f#i Tl AKTA explore 100 & [14li{k & %038 1:F
Protein A SEFZMTHEAEILAE K, RIS TEREDT
&, 3FH SDS-PAGE X iZHiR A T4 .
1.3 [8]#% ELISA &N 48 L i B B3N

20 N\ taud41 F5 [ (Rockland, LLFRjFRA
taud41R) (20 ng/fL)fIH, 10% FBS, 37 °CHf 4]
2 ho IIASfLS b, Bl 50 pL, [FIBCE R
PEXTREFNBAPEXT B, =0EIFE 1.5 he BTN
40/ IgG-HRP (1:3 000 FE), 3,3,5,5"-P4 F
FEI RN (3,3",5,5 - tetramethylbenzidine, TMB) .
2, 0.5 mol/L BiRZS 1k 1, MI5E ODaso IR
o PHPEZSRAHERAER] 1.2.4,
14 JDERARZEBRIREL

FH RIPA ZL##%[50 mmol/L Tris (pH 7.4).
150 mmol/L NaCl. 1% Triton X-100. 1% Sodium
deoxycholate, 0.1% SDS. 1 mmol/L EDTA,
1 mmol/L PMSF Fil 25xcOmplete™ & [ B ]
FIREWH % AD #IEK/N(APP/PS1/tau)”
FEF A (wild type, WT)/INR (T LA R CSTBL/6T)
i L 24, BCA R & MR R,

A B ~ ¢
Immunizations Antigen dosage | Adjuvants Interval time Injection s_'% 6
(ng/mouse) (uL/mouse) (d) method é’; 5F
- 28
1 100 FCA 100 0 1p 5:3 4t
2 60 FIA 60 30 ip 25 4 |
o E 3
3 60 FIA 60 20 ip N2,
.=
4 50 FIA 50 90 ip g8 |
g E
5 100 0 70 ip = 80 L
L0 1 2 3 4 5 6

Immunizations
1 NREBHEREN A PRAGERF. B: S)5/N g b 1gG 2
Figure 1 Mouse immune efficacy testing. A: The mouse immunization schedule. B: The IgG titers in serum of
immunized mice.
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%, =80 CIRAT,
1.5 BErPE AR MR
1.5.1 BRRAGEZELE K (SDS-PAGE)

BEAEM 0.5 ng s34/ BUK A 2 2400 )
30 pg, 5 S<FEMEMMBIRATE AR, FES R
ARSI R 80V, il 4 B I HEL R 120 V
1.5.2 ZFEHRENTE(Western blotting)

TR, IR R BEE A 1.2 f5, B
1 he PRI RPT(1:1 000)F1FHME
XTHE Taus BALET, —HifHFH Odyssey 680 ifiE
/N 1gG [IRDye 680CW Donkey anti-Mouse
IgG (H+L)] (1:10 000) B4 B & 15 sSTREM2
FH, H5] sTREM2 B9—PHi kbt N sTREM2
FT, T PN Odyssey 800 il i J'Pif 1gG
[IRDye 800CW Donkey anti-Rabbit IgG (H+L)]
(1:10 000), Z UMMl HULA i TR,
A LI-COR Odyssey Clx Imager ¥T 214N %
ARG,

1.6 BREERARFHEERE

/N BBR e PP AR [A] A 7859 5 (Sigma-Aldrich
) I T A B e BT AAR [RI AR AL . A IR
FhRUEE SRR (1gG1 . 1gG2a, IgG2b Fil IgG3)
M, A5 AN 3% 35 R b, BB IR il
PRICHILAEHT/N L 1gG (Fab $8 5 M) HTAAAI
HL A BRI A5 HR A
1.7 BRERARMANEE

I FHER L tau 441 85 1 S ILEIEIR(1-52 aa.
45-230 aa.151-233 aa ll 231441 aa) (ALK %
AR EAHR(10°-107° ng/mL), tau 1-52 {37 23 LR
IR (1-17 aa, 622aa, 11-27 aa, 16-32 aa.
21-37 aa, 26—42 aa, 31-47 aa Fll 36-52 aa)fi il
(5 000-78.125 pg/mL), Hikla] 1.3, KM EAPTAY
PR U O
1.8 A tau EBEBUAMAR L ELISA #M75
EEHMRK
1.8.1 HHIRAIERE

HT AR E RS, BT A FE MW
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(BSA. FBS. JAg4A- 1M & FORCR . LARH
PEXT IR ODyso fHAE 0.10 L ERE#5, BT
3 Sy M R, ST AT
1.8.2 MAXEESFR

FKHAARRMPUAICEL, JrE0E 1.
1.8.3 ARG

SR R 800 2 Jr vk A, 0 e A g — RN
THIAENME LG, P 1:1 000 B
#| 1:2 000, —HLM 1:1 000 2] 1:8 000, FH
L) Sy S A IR ANAE o AR (Y32 H ODuso
B, MR PN (EEEBER A —PUR PR R L
], YAy 3 Yo s MEE R, AT SR -
1.8.4 FrERMZRES R

EHFREMAAN tau HAHAPLAIEL ELISA
FIRS D, BREERR BN 500, 250, 125, 62.5,
31.25, 15.6. 7.8 pg/mL, %L 50 uL.

P B AMARI A5, SE AT LA A HE LY
R, WIXE ODaso SUWAE. [RIEE, Ay 1 AGHI AR R
P, [FIHEF Ap42 I sSTREM2 V5 R xf BERSHEY)
1.9 M/ ERAZEZRE B AINE M
1.9.1 /NEAALERR

Jriklnl 1.4,

1.9.2  ASMEMAIREFIAIR

K I 7 6 48 S R M 48 (EDTA-Na, h i B
), %R UER ST, T 4 °C .1 500xg 850> 15 min,
—80 °CI-fF o
1.9.3 AR

i 1% 3 PR R HE AR A B 500
250, 125, 62.5. 31.25. 15.6. 7.8 pg/mL, f
1% 25 184G A (HT7-Bio #1 BT2-Bio)lA
1:1 000 Bt B tauddl A5 ifE b F 3% DL AL
50 pL nE gk by i B bR AR s[RI AL AKS:
MIHTIAR TAER 50 pL. BRI HER Y], =
W N, LA 100 pL HRP bRiC A5 25
ME(%EEE AL 1:2 000 # k), B, Kl
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*®1 MAFESNTEELR

Table 1 Matching scheme of antibody pairs

Groups  Capture antibody Detection antibody

1 Screened anti-tau monoclonal antibody Commercial anti-tau monoclonal antibody HT7-Bio and BT2-Bio
2 Rabbit anti-tau polyclonal antibody Commercial anti-tau monoclonal antibody HT7-Bio and BT2-Bio
3 Rabbit anti-tau polyclonal antibody Screened anti-tau monoclonal antibody

4 Screened anti-tau monoclonal antibody Rabbit anti-tau polyclonal antibody

5 Screened anti-tau monoclonal antibody Commercial anti-tau monoclonal antibody HT7-Bio

6 Screened anti-tau monoclonal antibody Commercial anti-tau monoclonal antibody BT2-Bio

FABGHR N E ODayso A -
1.10 ZitFEaih
SEREE L, x £ s XKk, Al SPSS 22.0
AR R Ty 22 08T . ST FEARRL IE t K TR
Wilcoxon rank sum test S EUGI0 AT B &1
S, BEMEAKFE, 0=0.05,

2 BRS04

2.1 Tau ZRHFEM R RERENTIE
2.1.1 |83 ELISA %0 &% f5 IE N

8] 3% ELISA K E 2 A taudd1 A 5H0E
5 (B 1A)E/NBUMLE AN, 48R BRE T

1:128 000, Il 77 F5e i o J32 HURT 4505 248 o) iR
T 5 (Bl 1B),
212 GEAUSHEERMET APP/PSl/tau
HEE /R KALRAIRS

i FH G g2 2 Ak Aor T 4928 1L 35 %) APP/PS1/tau
FE LN B AL R BN DL (R 2), #E
NS ERTVINOE Y A SR s 2 e 81 S
(diaminobenzidine, DAB) & (A () FHIE(S 5 . 7EE
2A R 2B, AT A B BHPE(S 5 B,
T B Xk BE (P 2C Fn R 2D) ) AAG H o 25 32 1
o Ji G PR S UG SR AD AL/ B
L2 ) tau A -

2 GREBBAUSTEREMBEIRF APP/PS1/tau 3 EE/NRALNER A, B: —d A/ NREZE

M. C. D: FIEXIR, Rhn—4t

Figure 2 Recognition of APP/PS1/tau transgenic mice brain tissue by mouse serum after tau immunization
through immunohistochemistry. A and B: Primary antibody is mouse serum. C and D: Negative control without

primary antibody.
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2.1.3 [8)# ELISA M 40pa 5B FBE 7K P inih
BN

SR EIR, SORERHER N 83.6%, BHMEERE
Y EIE RS AN tauddl HE T, Tk
Je FeE AR I AN B3R 1:16 0005 1% 411
PRS0/ N K TR TR = T 1:256 000,
2.1.4 SDS-PAGE ¥ E&#{LaHik

SDS-PAGE #5I/R, ZEMZNT(AKTA
explore 100)4i{bIRTFA R EpEPLIA, HER &
B SRl BT AT UL, 4354k T 25 kDa il 50 kDa
B, SAUAALEARAF(E 3). SR D alif
PTEREDUR, fiv4 ok ZDSFT B, IFSHeREE Ky
0.64 mg/mL, HHr T 1:128 000,
2.2 Western blotting 43T 8 52 FEI A B4
1

Western blotting 258 7, 4lifkfy ZDSF7 H#
FOREDUATT RN EA N tauddl FEH, HY

kDa

70

50

35

25

S R 11 (G3x HEL] sSTREMI2) TG A8 X i (1K1 4)
HrpE 4A TR —PUh 4tk ZDSF7 #id, 1K 4B
H ) —HT R BT STREM2 Si(BAPEXT R,

kDa M ZD8F7
100 —
70 —

50 — S — Heavy chain

40 —

35 ==

25 — s . Light chain

[E]3 SDS-PAGE ¥EZ{LIE ZDSF7 B
Figure 3  Identification of the purified ZD8F7
monoclonal antibody through SDS-PAGE.

4 Western blotting 47 ZD8F7 BHTIRAIELR A tauddl FEEMIER  A: —Hih ZDSF7 Hibi. B:

FAPEXT AR, —Pi N RPTA sTREM2 Hid

Figure 4 Recognition of recombinant human tau441 protein by ZD8F7 monoclonal antibody through Western
blotting. A: Primary antibody is ZD8F7 monoclonal antibody. B: Negative control, primary antibody is rabbit

anti-sTREM2 monoclonal antibody.
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fdi Ffl Western blotting #:ll] ZDSF7 FAf{X}
APP/PS1/tau 54 3L /N Ui 20 2L 1 (4 TR 1)1
Mo G5 R, ZDSF7 By al Hp L 3L R /)N
FURH R B i BRI tau H, F54
LT 50 kDa BT, TILAME 578 WT 203 L
HER(E SA). $E78 ZDSF7 BAFTiR I Ad A5 5L R 1)
N tau 2, A WT /N UK ZH 2L AR G B tau
HA . [T A AT Taus VEABHERTIE,
ZER IR, Taus X} 50 kDa v B /N, tau 25 (A1
Tg HHHIN tau IRHNE S BA B2 7 (& 5B).
AN, AHIn—Hrag BT R (& SO LR R TFE 35
kDa FfHERIZRAT, Emik &2/ NRA S L
IgG MR E S B SA Pi—Fihaifk

kDa M WT oF ~V ofF kDa M _WT
70 L

50 50 —

35 35

25 25

W AV o

i) ZD8F7 Hgit, &l 5B i) —Hi A i Taus H
PU(PEPEXTR), & 5C Ahn—dt, UHFRRERBTA
MR e R, iS5 5A FIlEl 5B AHIF, A
N IgG (BAPEXTIR).
23 BRERARMHEMNEE

it FH /N BB e B e A ) o 8 3 7) G Al 45
RIERH 1gG2a,
24 BEERARMNEE

A EA N tauddl LRk, a4
ELISA 3B st i 22007 . 25 K /R , ZDSF7
FPLRAN T tau T 1-52 AAKLFR(E 6A).
¥ tau 1-52 fi 2 SRR — P05, #e R
2137 (AR, B N 4Rz HIR(E 6B).

kDa M WT
70

50

35
25

5 Western blotting 5347 ZD8F7 $£3iR 5 APP/PS1/tau ¥ EFE/NRKALEAMBERL A —Hih
ZDSF7 Hgit. B: FHMEXTIE, —HON RS LEST Taus. C: ARMN—HTHYHITEXS IR
Figure 5 Recognition of APP/PS1/tau transgenic mice brain tissue protein by ZD8F7 monoclonal antibody

through Western blotting. A: Primary antibody is ZD8F7 monoclonal antibody. B: Positive control, primary
antibody is commercial monoclonal antibody Tau5. C: Negative control without primary antibody.

0.0
10° 10° 10* 10° 10* 10' 10° 10" 10> 107
Protein concentration (ng/mL)

0.0 = 1 — -
6 5 4 3 2 1 0
Protein concentration (ng/mL)

& 6 ZDSF7 BITRNMMLETE A: &K tau 1-441 EEUFINERMEE. B: HF—H#5 tau 1-52 4

BRI TR U E
Figure 6
mapping. B: Tau 1-52 amino acid epitope mapping.
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2.5 A tau ZEAXIAEFRL ELISA #&U7F
SEFNSEHAVFAAL

PU A4 VT e S 56 e BAGE 0 A4 2 BH P %o B
ODyso fHH =, BRI, XFHEPAWIET Tk, 45
TR, 5%PIEEU5-PBST 1 hE MW, FATE
ODyso fHfAK, HAE 0.10 LLF(E% 2). Frllik#®
5% g A= Wh-PBST A A4Sl {4 2 1 35 PR

N T AR RPUARVCELD , % H T AN T
TRUCERZ, 254 P/N {HAIFEALFL ODuso fH, 255
WK, 4 1 (Group 1, ZD8F7 BAfidE M skbifk
f3#, HT7-Bio I BT2-Bio IR &VE MM IA)
BB T HABLH (R 3), Mok biiA T 5

x2 HERIMK
Table 2 Optimization of blocking buffer

E— A T A 4T A4 RN 25 0K FiL R -HRP
R RE FE 5], E AR R T A AN [l B LU A9 Y
P/N{H(F 4), 454 FHTERMBAYE ODyso {8, 22
N E AR R EE 73902 1:2 000 A1 1:1 000,

HA N tau FEIRBUAIEL ELISA Friftih
2k, UbpESHREETE 7.8-500.0 pg/mL Z ], £k
PESC R RPERIE A y=0.005%+0.036 9,
RP=0.994 1. [H L% A% 1 il 28 /9 A6 1 ¥ ok
7.8—500.0 pg/mL,

ffi ] tau. Ap42 Fll STREM2 = FhE [ [H] A}
R, 25 R BN, RV AR RS To N B
AB42 Fll sSTREM2 JoHA 5 A2 S W (& 7)o 1 FH 4t
SRR I U ELISA K vk AT 4 Sk

Tau (pg/mL) 5% skim milk 3% skim milk 5% FBS 5% BSA 2% BSA 1% casein
62.5 0.38+0.01 0.33+0.02 Overflow Overflow 0.99+0.02 0.42+0.01
0 0.08+0.01 0.11+0.01 Overflow 2.10+0.01 0.74+0.01 0.14+0.01
®3 kR HTE
Table 3 Matching of antibody pairs
Tau (pg/mL) Group 1 Group 2 Group 3 Group 4 Group 5 Group 6
62.5 0.28+0.01 0.12+0.01 0.10+0.02 0.13+0.02 0.10+0.01 0.18+0.01
0 0.09+0.01 0.10+0.02 0.09+0.02 0.10+0.01 0.07+0.02 0.08+0.01
P/N 3.11 1.20 1.11 1.30 1.43 2.25
x4 WNRAMNESFENR-HRP WHETREE
Table 4 Checkerboard titration for detection antibody and streptavidin-HRP
Tau (pg/mL) HT7-Bio, BT2-Bio HRP-streptavidin dilution rate

dilution rate 1:1 000 1:2 000 1:4 000 1:8 000
62.5 1:1 000 0.43+0.01 0.33+0.01 0.24+0.01 0.19+0.02

1:2 000 0.28+0.01 0.21+£0.01 0.18+0.01 0.12+0.01
0 1:1 000 0.14+0.01 0.11+0.02 0.09+0.01 0.07+0.02

1:2 000 0.09+0.01 0.08+0.01 0.07+0.01 0.07+0.01
P/N 3.07 3.00 2.67 1.58

3.11 2.63 2.57 1.71
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2.6 FEARBIREN
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it A A 000 44 22 43 310G 0 B A 8 (W T) AN
[Fi] J&) 44 1) APP/PS1/tau 7 5L K] AD BEAL/N SR 41
L5, RN, KRB AR (WT)/ N

SRR f , (H AT RGN 1) AD AR/ N UG ZH 2 il 36
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251
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Figure 7 Specificity of double antibody sandwich
ELISA method to human tau protein.

KN tau BT, H 2 BLRERYE 0 (& 8).
LA AR R AT LW Tt AD A5/ N BRI
PP EL LR R tau B 5 A .

2.6.2  AIM#EIHEM

FAN tau 25 FUALAARIE L ELISA J7 i, fr il
Il PR L FEA (n=52)H tau &4, 455 875, AD
2 M (19.47£7.15) pg/mL, A HIIE % X B8 41
(normal cognition, NC) A(13.524+2.59) pg/mL,
4 0] BLAT W 2k 25 5 (P=0.000 5<0.001) (£ 5)
(K 9A), FE/RAEHSIX 5> AD ZH I IE # X Bf
HNO)MLIK tau F 4L,

TR Z B L2 tau B8 117 2 1 5 R AN
R/MAZEFBR, FEARMEZEWERGER 5),
DRI SR tau & S EOE B EUS, AD 4K
1.25+0.19,NC 2HJy 1.12+0.08 , bR 224 /)5
FHREFIAG 56 (Wilcoxon rank sum test)#E 1411
GiHT, PRARR A BEVE2E R P=0.000 6<
0.001) (& 9B).

A B 500 0 —*
=
ol =l
WT / § 300
28-week APP/PS1/tau 284.56+11.66 % 200 -
32-week APP/PS1/tau 358.77+26.87 % 100 |
36-week APP/PS1/tau 429.27+49 .48 E
0 2;3 312 316

Age of mouse (weeks)

8 XA R ELISA M Tg /NRANLAL tau BB
Figure 8 Determinations of the tau concentrations in brain tissue of Tg mice through double antibody

sandwich ELISA. *: P<0.05.

*5 A% tau ERIKER

Table 5 Detection of tau concentrations in plasma

Groups n Tau concentrations Maximum value Minimum value P-value
(pg/mL) (X£5s) (pg/mL) (pg/mL)
AD 25 19.47+7.15 33.85 7.40
0.000 5
NC 27 13.5242.59 20.55 9.49
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Figure 9 Determinations of plasma tau
concentrations through double antibody sandwich

ELISA. A: Plasma tau concentrations. B: Logarithmic
graph of tau concentrations. ***: P<(.001.
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Figure 10 Illustration of double antibody sandwich
ELISA detection system to human tau protein.
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