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Fig1. The expression of human IL6 in liver tissue of humanized IL6/IL6R mice was measured by

gPCR. The results showed that the active expression of humanized IL6 can be detected in liver
tissue of homozygous humanized IL6/IL6R mice after LPS Activation.
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Fig2. Expression of human IL6 in the serum of humanized IL6/IL6R homozygous mice is detected
by Elisa. The results showed that the expression of human IL6 can be detected in the serum
collected from homozygous mice after LPS Activation.
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Fig3. Validation of human IL6 mRNA and protein expression by RT-PCR and ELISA in eyeball.

LPS was dissolved in endotoxin-free water and administered as a local eye drop at a
concentration of 10 pg/pL (5 pyL per eye). To ensure uniform distribution of the eye drop, the
mouse was restrained for 1 minute. Four hours later, the whole eyeball was collected and
homogenized to extract RNA and protein to detect hiL6 and hIL6R expression. (HO: humanized
IL6/IL6R homozygous mice; WT: wild type C57BL/6 mice)
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Fig4. Detection of hIL-6R expression in eyeball by RT-PCR and ELISA(n=3). Humanized mice
express human IL-6R.

Abbr. HO, homozygous; WT, wild type.
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Fig5. Detection of mIL-6R expression in liver by RT-PCR. Humanized mice do not express mouse
IL-6R.

Abbr. HO, homozygous; WT, wild type.
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Fig6. Expression of human IL6R in the serum, liver and pancreas of HO hIL6/IL6R mice is detected
by Elisa.

The results showed that the expression of human IL6R can be detected in the serum, liver and
pancreas collected from homozygous mice.
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Fig7. Detection of hIL-6R expression in MM.1S cells.
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Fig8. Detection of hIL-6R expression in T cells in WT C57BL/6 and HO hIL6/hIL6R mice.
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Fig9. Detection of hIL-6R expression in Myeloid cells, T cells and activated B cells in hiL6/hIL6R

mice.

Note. Splenocytes from C57BL/6 and homozygous IL-6/hIL-6R mice were stimulated with LPS in

vitro.
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Fig11. Detection of hIL-6R expression in spleen in WT C57BL/6 and HO hIL6/hIL6R mice by IHC.
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Fig12. Detection of hIL-6R expression in lung and thymus in WT C57BL/6 and HO hIL6 /hIL6R mice

by IHC.
WTC57BL/6  WTC57BL/6 HO hIL6/hIL6R HO hIL6/hIL6R WTC57BL/6  WTC5TBL/6 HOhIL6/hIL6R HO hiL6/hIL6R
Parameter ¥ 10 weeks; & 10weeks; 2 10 weeks; & 10 weeks; Parameter ¥ 10 weeks; " 10weeks; ¢ 10weeks; o 10 weeks;
n=5 n=5 n=5 n=5 n=5 n=5 n=5 n=5
+ + + +
WBC(1043/ul) 1.63+057 3.881+1.54 2.26+0.89 Y s R _ _ _ -
RBC(10*6/uL) 10.4340.47 9.96+0.38 8.7410.41 9.980.89
HGB(g/dL) 15540.7 15.12+051 13.04:-0.8 1454138 NEUT%(%) 9.78+2.39 756+1.11 10.6+3.07 29.12+5.77
HCT(%) 50.16+2.04 4996+134  42.38+2.09 47.28+4.15 LYMPH%(%) 88.52+2.98 89.22+1.42 87.081+4.37 67.3415.06
MeV(fL) 48.084-0.49 50164115 48481028 47364043 MONO%(%) 0.620.44 172407 1.68+1.27 2.2840.67
N N N N EO%(%) 1.08+051 1.5+0.71 0.64+0.63 0.66+0.57
MCH(pg) 14.8610.23 1518037 14.9+0.29 14.5+0.35 BASO%(%) 00 040 0-40 040
I 2094041 20264095 30744048 20664059 RET%(%) 3.6310.56 4.62%0.76 5140.34 4471047
(g/dL) o = =R PR RETH(10%6/ul)  0.38-0.07 0.46+0.07 0.44-+0.02 0.440.03
RDW-SDIfL) 23.54+0.5 2838+232  2546+141 25.06+1.57 IRF(%) 61.1+1.97 61.62%3.11 63.3%3.16 60.24+2.71
RDW-CV(%) 16.84+0.38 17.6+1.29 16.18+1.16 17.22+143 LFR(%) 38.9+1.97 38.38%3.11 36.7+3.16 39.76+2.71
+ + + +
POW(TL) 6.18:£0.13 6361027 63410.19 6.16£0.24 MFR(%) 21544101 18464052  2454+195  1898+119
MPVI(fL) 6.280.08 6.42+0.19 6.6+0.12 6.32+0.13
P-LCR(%) 232+068 3.02+0.62 3224057 243+0.66 HFR(%) 956+234 43164323 38761457 41264226
PCT(%) 0.820.07 1.08+0.11 0.9310.09 0.92+0.13
NRBC#({1073/uL) 0.020.01 0.03+0.01 0.020.01 0.0220 RET-He(pg) 1724026 16.7820.16 17.0240.36 16.9+0.38
+ + + +
NRBCY(%) 114023 0844025 0824013 0684028 IPF(%) 0.08:50.04 0.130 0.250.07 0.12:50.04
PLT-O(1073/ul) 11032463.69 134145447 1089.8213593  11941206.06
NEUT#{(10%3/ul) 0.1540.05 0.2940.1 0.2310.08 1.0440.41
PLT-F(10°3/ul)  1123+70.87 1346242723 115414209  1230.2+197.95
LYMPH#(10*3/ul)  1.45+053 3.47+1.39 1.984+0.82 2.3240.55
RBC-O(106/ul)  9.72+041 9.3+0.48 8.15+0.44 9.26+0.79
MONO#(1043/uL) 0.01+0.01 0.07+0.05 0.04+0.02 0.08+0.03
A + + + +
EO#{103/ul) 00001 Q05£02 0012001 0021001 PLTI(10%3/ul)  13044+10549 1676.4+126.44 1416+141.07  1454.4+206.34

Table 1 Blood routine test results of HO hIL6/hIL6R mice (Data are presented as mean and + SEM).
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WT C57BL/6 WT C57BL/6 HO hIL&6/hIL6R HO hIL6/hIL6R
Parameter Units 2 10 weeks; o 10 weeks; 2 10 weeks; J 10 weeks;
n=5 n=5 n=5 n=5
ALT (/L) 31.7+6.59 29.64+7.34 35.03+16.57 27.31+14.56
AST (VI[N 119.13+15.24 110.96+22.98 117.19+42.32 124.64+19.4
UREA (mmol/L) 8.18+1.04 9.03+0.77 7.72+0.49 7.62+0.64
CREA (Hmol/L) 27.52+5.05 28.7+3.95 29.29+3.99 24.89+7.98

Table 2 Biochemistry examinations results of HO hIL6/hIL6R mice (Data are presented as mean

and + SEM)

In vivo efficacy of Sirukumab in Collagen induced Rheumatoid Arthritis (CIA) model in hiL6/hIL6R

mice.
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Fig.1 Efficacy of Sirukumab in hIL6/hIL6R mice in collagen-induced arthritis (CIA) model.

Group 1 received no immunization. Group 2 were immunized to induce CIA. Group 3 were
immunized to induce CIA and treated with Sirukumab. Body weight was monitored throughout
the study and remained stable across all groups (A). After CIA induction, clinical score increase,
indicating successful model establishment. Mice treated with Sirukumab exhibited reduction in
arthritis severity as evidenced by decreased clinical scores (B). Data are presented as mean + SEM
(n=10-15).

EEmnEXEYRERDERAE

www.modelorg.com 400-728-0660

10/13



NNGALEX!

SHANGHAI
MODEL ORGANISMS

Control Model Sirukumab

Fig.2 Efficacy of Sirukumab in hIL6/hIL6R mice in collagen-induced arthritis (CIA) model.

Group 1 received no immunization. Group 2 were immunized to induce CIA. Group 3 were
immunized to induce CIA and treated with Sirukumab. Representative diagram of hind limb joints
of mice in each group at the end of the study.

5 £ “ L5 “
-— - — = o
ko “ ™ " " -
Control — e e e
e 3B e B T T ) .u F ;; u z:_n
“oain

L L) L] ma T4 8-

e o — L 3 = —
= ,, ob -
Group 3 Mods! n M L 'a 6

Model o Al | R E
L = - L] 100 :

3 —— -_ @ eam .y == < 4]
LI | : & 4 f“‘:“":‘" !‘f ” = IE“ 'm TETT IR T «E
o
= - L] [t [T} w

g el T - — o

i ® = = = " Gl G2 G3
Sirukumab il e e |
] " " " Bl G1, HO hIL6/hILGR Control
- - B G2, HO hIL6/hIL6R Model
g T ———— ; Bl G3, HO hILG/hILER Sirukumab 3mpk

Fig.3 Gross pathology and relative weight of spleen each group in collagen-induced arthritis
(CIA) model in hiL6/hIL6R mice.

Group 1 received no immunization. Group 2 were immunized to induce CIA. Group 3 were
immunized to induce CIA and treated with Sirukumab. Data are presented as mean + SEM
(n=10-15).
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Fig.4 Gross pathology and relative weight of kidney each group in collagen-induced arthritis
(CIA) model in hiL6/hIL6R mice.

Group 1 received no immunization. Group 2 were immunized to induce CIA. Group 3 were
immunized to induce CIA and treated with Sirukumab. Data are presented as mean + SEM
(n=10-15).
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Fig.5 Representative micro-CT images of ankle joint of each group in collagen-induced arthritis
(CIA) model in hIL6/hIL6R mice.

Group 1 received no immunization. Group 2 were immunized to induce CIA. Group 3 were
immunized to induce CIA and treated with Sirukumab.

EEmAEREMRR BN ERA D www.modelorg.com 400-728-0660 13/13



