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4. Myocardial injury at the histopathological level was assessed based on the
morphological criteria and scored as follows

score Criteria
0 zero damage
1 (mild), interstitial edema and localized necrosis
2 (moderate), widespread myocardial cell swelling and necrosis

(severe),necrosis with contraction bands, neutrophil infiltration and

3 compressed capillaries
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(highly severe),diffuse necrosis with contraction bands, neutrophil

‘ 4

Al-Amran FF, Shahkolahi M. Oxytocin ameliorates the immediate myocardial injury in heart transplant

infiltration, compressed capillaries and hemorrhage

through down regulation of the neutrophil dependent myocardial apoptosis. Heart Views. 2014

Apr;15(2):37-45. doi: 10.4103/1995-705X.137493. PMID: 25104981; PMCID: PMC4124664.
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1. NAFLD activity score and staging system devised by the Pathology Committee of the
NASH Clinical Research Networl

Item Definition Score
Steatosis Low- to medium-power evaluation of parenchymal

involvement
<5% 0
5-33% 1
>33-66% 2
>66% 3

Lobular inflammation | Overall assessment of all inflammatory foci
No foci 0
<2 foci per 200 X field 1
2-4 foci per 200 X field 2
>4 foci per 200 X field 3

Hepatocyte ballooning | None 0
Few ballooned cells 1
Many cells/prominent ballooning 2

NAFLD Activity Score: Sum of steatosis, lobular inflammation and ballooning scores.0-8

Fibrosis Stage None 0
Perisinusoidal or periportal 1
Mild, zone 3, perisinusoidal 1A
Moderate, zone 3, perisinusoidal 1B
Portal/periportal only 1C
Both perisinusoidal and portal/periportal
Bridging fibrosis
Cirrhosis

Goodman Z D .Grading and staging systems for inflammation and fibrosis in chronic liver

diseases.[J].Journal of Hepatology, 2007, 47(4):598-607.D0I:10.1016/j.jhep.2007.07.006.
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5. Histology Activity Index in its original form, the Knodell score

Knodell Score Score

Periportal= bridging necrosis (piecemeal necrosis)

None 0

Mild piecemeal necrosis

Moderate piecemeal necrosis (involves less than 50% of the circumference of
most portal tracts) 3

Marked piecemeal necrosis (involves more than 50% of the circumference of
most portal tracts)

Moderate piecemeal necrosis plus bridging necrosis

Marked piecemeal necrosis plus bridging necrosis

Multilobular necrosis 10

Intralobular degeneration and focal necrosis

None 0

Mild (acidophilic bodies, ballooning degeneration and/or scattered foci of
hepatocellular necrosis in <1/3 of lobules or nodules)

Moderate (involvement of 1/3-2/3 of lobules or nodules)

Marked (involvement of >2/3 of lobules or nodules) 4
Portal inflammation

None 0
Mild (sprinkling of inflammatory cells in <1/3 of portal tracts) 1
Moderate (increased inflammatory cells in 1/3-2/3 of portal tracts) 3
Marked (dense packing of inflammatory cells in >2/3 of portal tracts) 4
Fibrosis

No fibrosis 0
Fibrous portal expansion 1
Bridging fibrosis (portal-portal or portal-central linkage) 3
Cirrhosis 4

The original Knodell score was calculated as the sum or scores of periportal necrosis,
intralobular injury, portal inflammation and fibrosis to yield a possible range of 0-22. As

used in clinical trials, the first three categories are often totaled to give a

%601 H26m
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necroinflammatory score (0-18), while the fibrosis score (0-4) is reported separately. |

Goodman Z D .Grading and staging systems for inflammation and fibrosis in chronic liver

diseases.[J].Journal of Hepatology, 2007, 47(4):598-607.D01:10.1016/j.jhep.2007.07.006.

6. Histology Activity Index in its modified form, the Ishak score

Ishak Grade Score

Periportal or periseptal interface hepatitis (piecemeal necrosis)

None

Mild (focal, few portal areas)

Mild/moderate (focal, most portal areas

Moderate (continuous around < 50% of tracts or septa)

H W [N R |O

Severe (continuous around > 50% of tracts or septa)

Confluent necrosis

None

Focal confluent necrosis

Zone 3 necrosis in some areas

Zone 3 necrosis in most areas

Zone 3 necrosis + occasional portal-central bridging

Zone 3 necrosis + multiple portal-central bridging

O b WM |+ O

Panacinar or multiacinar necrosis

Focal (spotty) lytic necrosis, apoptosis and focal inflammation

None

One focus or less per 10 X objective

Two to four foci per 10 X objective

Five to ten foci per 10X objective

W [N R |O

More than 10 foci per 10 X objective

Portal inflammation

None

Mild, some or all portal areas

Moderate, some or all portal areas

Moderate/marked, all portal areas

AW IN |~ O

Marked, all portal areas
Ishak Stage
No fibrosis

Fibrous expansion of some portal areas, with or without short fibrous septa

Fibrous expansion of most portal areas, with or without short fibrous septa

w [N =[O

Fibrous expansion of most portal areas with occasional portal to portal

BT H26M
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bridging

well as portal to central)

Fibrous expansion of portal areas with marked bridging (portal to portal as 4

(incomplete cirrhosis)

Marked bridging (portal-portal and/or portal-central) with occasional nodules 5

Cirrhosis, probable or definite

necrosis are listed in a separate necroinflammatory category.

The Ishak score separated the necroinflammatory components that are totaled to
calculate the activity grade (0-18) from the stage (0-6), and varying degrees of confluent

Marcellin P. Chang T.T. Lim S.G. Tong M.J. Sievert W. Shiffman M. et al. Adefovir dipivoxil for the

treatment of hepatitis B e antigen-positive chronic hepatitis B.New Engl J Med. 2003; 348: 808-816
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1. LUNG INJURY SCORING SYSTEM

Score per field
Parameter
0 1 2
A.Neutrophils in the alveolar space none 1-5 >5
B.Neutrophils in the interstitial space none 1-5 >5
C.Hyaline membranes none 1 >1
D.Proteinaceous debris filling the airspaces none 1 >1
E. Alveolar septal thickening <2x 2x-4x >4x

Matute-Bello G, Downey G, Moore BB, Groshong SD, Matthay MA, Slutsky AS, Kuebler WM; Acute Lung

Injury in Animals Study Group. An official American Thoracic Society workshop report: features and

measurements of experimental acute lung injury in animals. Am J Respir Cell Mol Biol. 2011

May;44(5):725-38. doi: 10.1165/rcmb.2009-0210ST. PMID: 21531958; PMCID: PMC7328339.
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5. FhigF4E{k Ashcroft iED1RE
Grade of Fibrosis | Sample Photograph | Modified Scale

Alveolar septa: No fibrotic burden at the most

flimsy small fibers in some alveolar walls

0 Figure 1A Lung structure: Normal lung

Alveolar septa: Isolated gentle fibrotic
changes (septum <3x thicker than normal)

Lung structure: Alveoli partly enlarged and
1 Figure 1B rarefied, but no fibrotic masses present

Alveolar septa: Clearly fibrotic changes
(septum >3x thicker than normal) with
knot-ike formation but not connected to each
othel

Lung structure: Alveoli partly enlarged and

2 Figure 1C rarefied, but no fibrotic masses

Alveolar septa: Contiguous fibrotic walls
(septum >3x thicker than normal)
predominantly in whole microscopic field

Lung structure: Alveoli partly enlarged and
3 Figure 1D rarefied, but no fibrotic masses

Alveolar septa: Variable

Lung structure: Single fibrotic masses (<10%
4 Figure 1E of microscopic field)

Alveolar septa: Variable

Lung structure: Confluent fibrotic masses
(>10% and <50% of microscopic field). Lung
structure severely damaged but still

5 Figure 1F preserved

Alveolar septa:Variable, mostly not existent

Lung structure: Large contiguous fibrotic

6 Figure 1G masses (>50% of microscopic field). Lung

% 10 1 #£ 26 |1
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architecture mostly not preserved

Alveolar septa: Non-existent

Lung structure: Alveoli nearly obliterated with
7 Figure 1H fibrous masses but still up to five air bubbles

Alveolar septa: Non-existent

Lung structure: Microscopic field with

8 Figure 1l complete obliteration with fibrotic masses

Hibner Ralf-Harto, Wolfram G, Nour E E M ,et al.Standardized quantification of pulmonary fibrosis in

histological samples.[J].Biotechniques, 2008, 44(4):507-511.D01:10.2144/000112729.
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BRI MERE, BiRE,F BN ENRSEI M SR AR RER AWM SRR [J]. G RFREF S 2
&,2017,33(6):584-587.

A, BARRETESIRE

1. B RBETFDITE

Feature score Description Score
None 0
Inflammation Mild 1
severity Moderate 2
Severe 3
None 0
Inflammation Mucosa 1
extent Submucosa 2
Transmural 3
None 0
Basal 1/3 damage 1
Crypt
Basal 2/3 damage 2
damage —
Crypt lost; surface epithelium present 3
Crypt and surface epithelium lost 4
0% 0
1-25% 1
Percent
. 26-50% 2
involvement
51-75% 3
76-100% 4

Kihara N, Fuente SG D L, Fujino K et al.Vanilloid receptor-1 containing primary sensory neurones
mediate dextran sulphate sodium induced colitis in rats[J].Gut, 2003,

52(5):713-9.D0I:10.1136/gut.52.5.713.
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ki) ,2012,06(11):2904-2907.

3. The histologic scoring system took into account the following:

Depth of the | Extentof | Presence of Location of
Grade | ulcer the ulcer | inflammation | Extent of inflammation | fibrosis

0 no ulcer no ulcer none none; none
mucosal mucosa

1 involvement | punctate | minimal mucosal only
mucosal +
submucosal mucosal + submucosal | mucosa +

2 involvement | minimal mild involvement submucosa

penetration

of muscularis mucosal + submucosal | including
3 propria moderate | moderate + muscle penetrate muscle layer
full
full thickness | widespre full thickness thickness
4 involvement | ad severe. involvement fibrosis

Minimal score was 0, and maximal score was 20
Rachmilewitz D, Karmeli F, Takabayashi K ,et al.Immunostimulatory DNA ameliorates experimental and

spontaneous murine colitis[J].Gastroenterology, 2002, 122(5):1428-1441.D01:10.1053/gast.2002.32994.

4. AR RIETDITE

) ) Reactive
Infiltration o
Extent of . Extent of Crypt Sub-muco | Loss of epithelia
] .| neutrophils
Grade | inflammati .| crypt abscesse | sal goblet [
+lymphohis
on . damage s oedema cells hyperpla
tiocytes .
sia
0 None None None None None None None
Basal one
1 Mucosa Focal ) Focal Focal Focal Focal
third
2 Mucosa+su | Multifocal Basal two Multifoca | Multifocal | Multifoca | Multifoca

%140 #2613
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bmucosa thirds [ l [
Mucosa+su
bmucosa+ ) Entire crypt ) ) )
3 Diffuse Diffuse Diffuse Diffuse
muscle damage
layer
Crypt
4 Transmura damage+ul
ceration

WANG L, XIE H, XU L, et al. rSj16 Protects against DSS-Induced Colitis by Inhibiting the PPAR-alpha
Signaling Pathway [J]. Theranostics, 2017, 7(14): 3446-60.
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Ekstrom GM,Oxazolone-induced colitis in rats:effects of budesonide cyclosporin A, and 5-am inosalicylic

acid[J].Scand J Gastroenterol,1998,33:174-179

8. Grading of the histological scores given to H.E. stained colon sections

Score Description
0 Normal colonic mucosa
1 Shortening and loss of the basal 1/3 of the crypts
1.5 Shortening and loss of the basal 1/2 of the crypts
2 Loss of the basal 2/3 of the crypts
Total crypt loss, but with retainment of the surface epithelium.Lamina
3 propria and submucosa show a mild inflammatory cell infiltration
4 Erosions and marked cell infltration

MV, Herias,J F J G, Koninkx,J G, Vos,J H J, Huis in't Veld,J E, van Dijk.Probiotic effects of Lactobacillus
casei on DSS-induced ulcerative colitis in mice.[J].International journal of food

microbiology,2005,103(2):143-55.
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EEZA, 3R, oK, BRER R W X SE I/ IR 45 7 2R E BB IR (A RO RIFERR [J]. IR PR ) LA 3
5,2016,34(7):549-554.

1. [ERRERA

7~ BRERABAARIE TS iR

schmidt J 9 &

Edema

0 Absent
0.5 Focal expansion of interlobar septae
1 Diffuse expansion of interlobar septae
1.5 Same as 1 + focal expansion of interlobular septae
2 Same as 1 + diffuse expansion ofinterlobular septae
2.5 Same as 2 + focal expansion of interacinar septae
3 Same as 2 + Diffuse expansion of interacinar septae
3.5 Same as 3 + focal expansion of intercellular spaces
4 Same as 3 + Diffuse expansion of intercellular spaces
Acinar necrosis
0 Absent
0.5 Focal occurrence of 1-4 necrotic cells/HPF
1 Diffuse occurrence of 1-4 necrotic cells/HPF
1.5 Same as 1 +focal occurrence of 5-10 necrotic cells/HPF
2 Diffuse occurrence of 5-10 necrotic cells/HPF
2.5 Same as 2 + focal occurrence of 11-16 necrotic cells/HPF
Diffuse occurrence of 11-16 necrotic cells/HPF (foci of
3 confluent necrosis)
3.5 Same as 3 +focal occurrence of >16 necrotic cells/HPF
4 >16 necrotic cells/HPF(Extensive confluent necrosis)

Hemorrhage and fat necrotis
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0 Absent
0.5 1focus

1 2 foci
1.5 3 foci

2 4 foci
2.5 5 foci

3 6 foci
35 7 foci

4 =8 foci

Inflammation and perivascular infltrate

0 0-1intralobular or perivascular leukocytes/ HPF
0.5 2-5intralobular or perivascular leukocytes/ HPF

1 6-10 intralobular or perivascular leukocytes/ HPF
1.5 11-15intralobular or perivascular leukocytes/ HPF

2 16-20 intralobular or perivascular leukocytes/ HPF
2.5 21-25 intralobular or perivascular leukocytes/ HPF

3 26-30 intralobular or perivascular leukocytes/ HPF
35 >30 leukocytes/HPF or focal microabscesses

4 >35 leukocytes/HPF or confluent microabscesses

Schmidt J, Rattner D W, Lewandrowski K ,et al.A better model of acute pancreatitis for evaluating

therapy.[J].Annals of Surgery, 1992, 215(1):44-56.D01:10.1097/00000658-199201000-00007.

2. FRER R SRIBIF DA
7K A
05 Tk B
19 REMEMRIEE, ST
25 BEMERIEE, RARENDS, NHEHWXE
35 R IR PR 18 B A (3X) /) 5 A SR AR A
4 53 RRIBIRRIE ST, /NHEEMTEERIT

75
0% TCIF5E
159 FIEER 1%~10%
25 FIEEAR 11%~20%
39 FIEEAATE 21%~30%
445 FEEEFR>30%
RIE (HEEMEF (X 400) TIE R B/ \HABMEEE, 55 MREMAIT 0. 59)
1 5-10 DB 40k
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1593 Bitm

EHE, TR EZBRNEEIMEREBRA COX2 REMFMJ]JIAEFRFHR,2009,49(12):23-26

3. Histology was evaluated by an independent pathologist who was blinded to the
treatments of the groups. Necrosis, hemorrhage,and leukocyte infiltration were
evaluated and graded from 0 to 3 asfollows.

Necrosis

0 none

1 <20%

2 20-50%

3 >50% necrotic field per section
Hemorrhage

0 none

1 slight

2 moderate

3 severe
Leukocyte infiltration

0 none

1 slight

2 moderate

3 severe

Pozsar J,Berger Z,Simon K,et al. Biphasic effect of prostaglandin E1 on the severity of acute pancreatitis

induced by a closed duodenal loop in rats[ J ]. Pancreas ,1996,12(2):159-164.

. XTAABETEDITE

1. XTARRENRK, & Masakazu DEkE

T | o4

04k | BXTX

14k | FFEREEAEHBENEARERIES R E/NEHESE
2%k | BEENRISE TR, RATAARMEAEILERE

3% | ASALIEYEREE, WIFXTHREMEHS

%19 #£26m

Mol AR IR T ARSI RA T RXHER R4S

T3 INE
RRBERENMNEARAT HiE: 027-85714038 M4t: www.servicebio.cn 2ERBREAL: 4006027178




«# Servicebio
ERHERENY

|4 | xvmENSRFERARRFRBHARER, EEXTRIONGE, FAXBEE
FE#H. I EREIFESHARERXTReIER A5 [D].MY) 11K %,2007.

2. XNALRRUATRUITSD

W | o4

057 | XTENE, BFNE

15 | XTEEE, 5/ WEREEFRE

25 | XTHEHEE, RERRREARERTE

39 | KTERBEK, RERARERE

45 | BRI, HETEREE

PRETAR, & & PRARBA, 1R 4E, 5K T 1. p38 [EET I B X I AR B4 S B EOBRANIEAV] FEEFRF R
R8,2007,29(6):777-781.

3. RXTREND
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FI8E 0
Big%E, 2-4 BREAR 1
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2 E 5 MHREAREMMT 2
5 MALEMZARRIMEIRTE 3
MESETD

FohE 0
2 PNEMIE I ESS 1
4 NEMULIIMES, ABERERENEMR 2
4 MAEEBAIHINMEEEE 2 M HIAERENMES 3
RIS

IE® 0
RERE, H3 1 M REMSOEHEXEAR (T 4. B 4. B
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DERM, 1~4 PMHREXNNIRESU
PERM, 5 PMUALEG, FBEEMEISE
EERM, ZEHMG, BildTeRREITRE
[Z8h, REREFEFKERN 25% Ut
B IRTS BERT 5T, . ARIRERYT CIA RERAXTI RIEN B BRI [J]. Ml R ELAAFFHR,2013,33(7):3-7.

o
o

2
3
4
5

4, XTALREHS HHGS 9

TiE SN Sy
F 0%

REAI 14

1 S R E R 24

B RRATER 345
BRTARH X 4%

RRATBRER 5%

BELRSR 6 4

E 0%

B S 14

b R 24
R 35

F 0%

BRI 14

BAEGRE (RRERE) | DERLD 24
B 345

REE 4%

. s 0%
TR B4 mEET 14

£430-14
YR, iR, K4k 2R, . I A HHGS #1 OOCHAS WM RATRZ X H TR G E X T R N B RBIZERA R
U].REEmEF#~7E,2015,34(02):103-110.D01:10.16038/j.1000-6710.2015.02.001.

5. MRMEMHDIRE. BRI 4 R AT BRI 4 #TIED

R LRRRR

Ttk 2K 4RI 09

DIFRAMZE (<15 1N/HPF) 19

ERAIIRID(15 ~ 30 /HPF) 29

RKERMKEE (> 30 /HPF) 39
fE
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%,2013,19(22):186-190.

6. BKTIFPRENBERREXE, SEEENRERAE, EREFDN

Tig SRS 4y
<3E 09
34 = 19
BIEEREs

5-6 B 29
>6= 39
i 04
SRS 14

KRR
e SIS 24
PR E R A 34
TR A B A 04
BEAEMEER 14

e
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LTS BRIt SMENARIEFE ST, 29 0-1 ARTEE, KERFIAO0; 859 2-3 AR
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RIERH 7 3

FRT7N. BRHARR OA BIRARY MRI BEENR. BIRREFITS . BXTEBEKRINEETSHEXEMZ[D].LARK
¥,2015.2.

7. Scheme for the histopathological assessment of the three features of chronic

synovitis

Enlargement of the synovial lining cell layer

0 points The lining cells form one layer
1 point The lining cells form 2-3 layers
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The lining cells form 4-5 layers,few multinucleated cells might
2 points occur

The lining cells form more than 5 layers, the lining might be
3 points ulcerated and multinucleated cells might occur

Density of the resident cells

0 points The synovial stroma shows normal cellularity

1 point The cellularity is slightly increased

The cellularity is moderately increased,multinucleated cells
2 points might occur

The cellularity is greatly increased,multinucleated giant cells,
3 points pannus formation and rheumatoid granulomas might occur

Inflammatory infiltrate

0 points No inflammatory infiltrate

1 point Few mostly perivascular situated lymphocytes or plasma cells

Numerous lymphocytes or plasma cells, sometimes forming
2 points follicle-like aggregates

Dense band-like inflammatory infiltrate or numerous large

3 points follicle-like aggregates
SumOorl No synovitis

Sum 2-4 Low-grade synovitis
Sum 5-9 High-grade synovitis

KrennV, Morawietz L , Burmester G R ,et al.Synovitis score: discrimination between chronic low-grade

and high-grade synovitis.[J].Histopathology, 2010, 49(4):358-364.D01:10.1111/j.1365-2559.2006.02508..x.

8. The OARSI osteoarthritis cartilage histopathology assessment system.
A cartilage histopathology grade assessment-grading methodology.

Grade (key feature) Associated criteria (tissue reaction)

Grade 0: surface intact, Matrix: normal architecture
cartilage morphology intact | Cells: intact, appropriate orientation

Grade 1: surface Matrix: superficial zone intact, oedema and/or
intact superficial fibrillation (abrasion), focal superficial
matrix condensation

Cells: death, proliferation (clusters), hypertrophy,
superficial zone Reaction must be more than

superficial fibrillation only
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Grade 2: surface As above
discontinuity Matrix discontinuity at superficial zone (deep
fibrillation)

=+ Cationic stain matrix depletion (Safranin O or
Toluidine Blue) upper 1/3 of cartilage

*Focal perichondronal increased stain (mid zone)
* Disorientation of chondron columns

Cells: death, proliferation (clusters),hypertrophy

Grade 3: vertical fissures As above
(clefts) Matrix vertical fissures into mid zone, branched
fissures

* Cationic stain depletion (Safranin O or Toluidine
Blue) into lower 2/3 of cartilage (deep zone)
*New collagen formation (polarized light
microscopy, Picro Sirius Red stain)

Cells: death, regeneration (clusters), hypertrophy,
cartilage domains adjacent to fissures

Grade 4: erosion Cartilage matrix loss: delamination of superficial
layer, mid layer cyst formation
Excavation: matrix loss superficial layer and mid

zone

Grade 5: denudation Surface: sclerotic bone or reparative tissue including
fibrocartilage within denuded surface. Microfracture
with repair limited to bone surface

Grade 6: deformation Bone remodelling (more than osteophyte formation
only). Includes: microfracture with fibrocartilaginous
and osseous

repair extending above the previous surface

Grade=depth progression into cartilage.
Pritzker KP H, Jimenez S A, Ostergaard K ,et al.Osteoarthritis cartilage histopathology: grading
and staging[J].Elsevier, 2006(1).D0I:10.1016/J.JOCA.2005.07.014.
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