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The invention provides compositions comprising one or more bacterial strains for treating or preventing

diarrhea and/or constipation.
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The invention provides compositions comprising one or more
bacterial strains for treating or preventing diarrhea and/or constipation.
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COMPOSITIONS COMPRISING BACTERIAL STRAINS
[ FitresiE ]

KERHEEEHAYHLE B AR E R HEY) Kz F4E
YL IGERIR T < ARy -

[ SRl ]

EFEANRNEE FHEEERER » BEH4E 2% HITRIRER
BRI R AEY) - hig » B AEMAEYIETE KRS BRI - H s
MiEAEN - IBIE - e RETERUERZZE ITARZBRZEEM
EVE S LR RHARAE R e R E - BETR - AV & R IR E H 2 6L
FEABEARREI] « NEBGIUEY) & R &H 1500fE DL EAFFE 4 - F 3
FMGAEAEERE ZWEF EHME T (division - phyla) 15 & [
(Bacteroidetes) K i B¥ B P (Firmicutes) [2-3] - JRH ARG 2l EHEE 2
RO EARR R EES R SEH - &8 - R R EM AR - SEER
Z FRAE L AREHEME n R LA R (LA B 4 > & 3 AR [ A L REUR (1R
\ECEREBYIRE K HMER R BIEY - B BBMAEYE £
< REEEENCITE A AARR B AT A LA ME G R L ERE
R R REEY) R [4-6] -

A& 2 4H < B E BLE IR 5 05 B R T (B 20 %% 3% 105 s

(IBD)) o - B 5 » K& (Clostridium) XIVajE K& & Xk (LK =
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(F. prausnitzii)) i FH(EIBD B E o R A FTIEE - I KSR E (E. coli)
< B EAFTEAN - fE MR AR R EURILE R REAEE N 2 T i A E)
[7-117] ¢

TER0 o B L L R H R W BN B < TBAE IERUER - IR S HE
PR R ia R S T (P a0 22 L [12-15]) - ER EEZER(EEEHE
FLFF & (Lactobacillus) k2 B [5 7 (1 J& (Bifidobacterium) iR ) K F i VG R 25
TE RGP (SR m] 22 FL[16]) » JR$2 A 55 7 K & (Blautia ) J& B PR 2K I % 38 6i
IBS B E T LML AR ARG L WMAEY) (WO 01/85187) » 2R » AR
7 FECR I B R BN FRER < 2 Bl R E HIEHE RS T2 5
MRS T KT —R B AR < TV SUE

FERBIGHUE < TEAEE - 1€ ] A (8 RS A R A

US 2010/0247489 [ it {5 R Y E & B YA HALIRE - US 789
He ARG DR (5 P a2 1 B il i B 2 TR i 2 A RS EEAR » (BRI T
— YU BLE — R0 BORE AR < BR B 1 -

WO 2016/086206%58 » 0] (i F £ & (Clostridiale) H 4l 5 2k Ja ¥ 2k TH
5 25 AP IR B R B T A — S B B — R B AR < BR B

WO 2012/1426052tH - v i M AEVE &K IERE S A EHER -
WO’ 605 £ I R E 0] $f L H] Re A ¥ 1 > {BAEWO 605 H 0 fitk BR 72 P #2
HAE— S P BT 4] VG AT IR E — R IR < BUR NS -

WO 02/0774 142 4 K H R EH 2 & E KB %S B IRE
(B0 R T A — & B UE — =0 BORE AR Z B e 1 - WO 2016/0862094E t
{0 M B B o 2 K& 7T HE 4 B AR IR B 412 48 S8 1 4 o 38 2 7 dh B /B
U3 SRR S ER ok o B RR B BT IR A — S A w0 A

o
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BRTIRHE—RR 2R A
[EIANE]

U LT3 F VB R R R IR R /B ML Z B fse ik - B E
SUHECE R > KB A5 5 IR E 8 A B PR B 00 B SRR VR R/
SCERS - AE B AR - K O BLE S 8 B B A 57 K E (Blautia
hydrogenotrophica).Z & & ¥ n JRCHE R 814 B RE (2 B (IBS) B 3 < RE VR K/
SRS - NI > AEF—EHEPI T - AFHEME AR IaRETAVIFER &
IBEW AT Zmn TR E B EE R ZEE?) -

FEEEERA T - AR EE AR IGENHEGE2 B R T v E
B (Crohn's disease) ~ JEF VLSS R B E FE#MIBS 2 (F 8 2 HEIR K /=K
fERs .2 AT 2SR EBAEEROEGY) - (£ —SHHH+ > &2
ErEAIBS Z(HRR B A B AERERHEMZIBS « f£—SEHEHIF - L2
BAHIBSZFHBEAEARSEMEMNEREVEEMZIBS - f£—5%
ghaplit > E2EERAIBS ZFfREA LA EREmERNAEFEVEE
5 ZIBS o

A W EFERAIT > e ZHEERGEE 'SR
B - INEMERE DR 2 E R > Pl B AR EE'8AS R ENEE
k2 16s IRNAFRFE/D95% ~ 96% ~ 97% ~ 98% ~ 99% ~ 99.5%5,99.9%
— 2 Z16s rRNAFSI Z I E & tr - BER - I E E ik B3 #SEQ ID
NO: 52 /095% ~ 96% ~ 97% ~ 98% ~ 99% ~ 99.5% 5(99.9% — 1 2 165
IRNAFPS - i EH] > HEY) T ZMEFH KRB LIS #RF5TDSM 10507/14294
FFLAEBHMASFRAR -

A 2 HAEEA T > et CHlEERGEEA S RFRE

53 HEWREAD)
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(Blautia stercoris) o 78 o] FH % UM B < B FF > B30 BB B s A 25 6
K EH 4 E E k2 16s IRNAFRFIE/095% ~ 96% ~ 97% ~ 98% ~ 99% -~
99.5%E99.9%—F 2 16s rRNAFFF| Z dHE ik - WM - HEEHEKE A
EASEQ ID NO:183£/095% ~ 96% ~ 97% ~ 98% ~ 99% ~ 99.5%5¢99.9%
—F 2 16s IRNAFRYI « B > Fpol— 2 AT SEQ ID NO:3 « #fE
i ARG L WEE R E A HRSEQ ID NO:3{{FR 2 16s IRNAFF
Z o

AR HAME AT - a2 AE E RGBT AL- 1 55 7 K
B (Blautia wexlerae) - 7N H] il FI % UIMHRER < Btk - 040 B A7 BB ST AL - 16
R HAE E MR 2 16s tIRNAFRFH] 2 /095% ~ 96% ~ 97% ~ 98% ~ 99% ~
99.5%%¢99.9%— %2 165 rRNAFH| 2 AHE B - B(EH - HEEEER
EASEQ ID NO:284£/095% ~ 96% ~ 97% ~ 98% ~ 99% ~ 99.5%5¢99.9%
—F 2 16s IRNAFRYI « B > FpA— 2 AT SEQ ID NO:4 - #{E
i ARG CWEERE A HSEQ ID NO:4{{F% 2 16s IRNAFF
Z o

FEHEEE O T » AEFHESYGANREORE - & OB AN
BRI R BT A RUE R AR R R BE M o B SOIEBENNEE RIEEANE
HAEFFIRE 2GR/ EE B e e EENE T

FEHEEERY T - AE¥PEEYE S — NS EEEE F a2 2 P
HEE 31K
TRELEFEHE G - ARRHACYBE ST HEZ ZWHEEE - HiZhH
NEIF AR AEE B EASY 2 AR BT - BAEHFERA]
RAHWEEGY) -

AT

L

Tth
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FEfI o ASIHEMRE SO EE Z HEY 2 '
Pl AR At R S0 E SRR 2 S B L

%

FI - AREEHR LA TR R S/ B R 2 ik - HE e B
efhmfREBARERZEEY)

EREERM T  ASAREEENZEREABHEFRK HE
Yo GV R R e R TE DG FLRG 1R & B (Enterobacteriaceae) B (1
WMRIBHRE I A ZFEIR AT - fEEEFRAIF - ABHEEY)
HARERSRTAVIER - FIER - RIS 4 RIS HE 3%

FEHMERETRO T - ARHEEVEHERANEESEES ZBRE
FURIE ~ SR KGR ERE - AR ETAPIBS ~ & KK - BB
BBk~ iR M bR B ~ BRIE ~ BB R - FRESEAEBON A HASE % -

TEREFR G - AR E Y (5 I a5 S TR 7 BLAS 15 ERE R
(B REARE R AR BB 2 JiAS » SR IEEE B E T LB HRE
PURE ~ BHEAIBREIRE - HRIGRTENVIEE
(EERGESTEED!

B 1 DG R < Fe BEHA (BB 1- 16 R) B 2 SR REAR AL -

B2 - THIER PR Sn < OB BRI« B E AR AL -

B3 : {55 4125 72 (Blautix) )& 5 < IBS B & (B 3a) K (i I A E
HIBSEE (BE3WHEFE IR ~ F2K - BISKEE 6K 2GR
Cmax 45 o B3cRELEF ISR KF 16K VI EBIE I R K FE2R TV HEEH
< A& A E R BE T o LB SR R S A MEE 2
ZRFGE B ZE H o LB -

55 HEWREAD)

C206855PA docx

106123394 FHAYE A0202 1063348909-0



1802545

Bda : 1757 7 BFIBSE B LR L RRF ISR ZE R R ERIE
PR RIS EC B8 © B4b ¢ EEECm S B e AR I RRE ISR LT
SRR IEMEHOGE R 2 B  Bde : tLEASE R aRETEIRESE
ISR 2 ARG R Z B -

B Sa : ZREERIBSBELS I R KB ISK ZEARWIE R G IERF
GG B BISh ¢ PR RIBAHAE S I R KB ISR 2P EARRIE
MR RIG4E R B B Se t PR REBIGEAE S I R R FE ISR 2 FHEHER
IEMI RIS R B -

6 : EEEAi 5 B s iaAE (Verum) R ZRIBIHA S I R R F 1S K ZF
P G PR HIER 45 5 2 B (Bl 6a : RITIER  E6b : fXIER) -

(&)=
A B PR

A#FHeEemrHREBAEER - EOEE > LWEAEA
AR GBI RER R/ BUE R - BEMEE RG2S E A5 R
B RRE R AL R E o AR AN S I 2 H A fE A
BR B R {3 L & A1 55 i (X B (Blautia producta) » ERFP A 57 15 K B (Blautia
coccoides) f2JE #&- 11 255 L & (Blautia hansenii) o

ARAZEHF Z M FRERKR ZEMEEa S8 W A AR RE
EEEAMSRIRE - BEEMSRREB. faecis) » KPR E - B
- R E (B. glucerasea) ~ EMBE-MS7 T E ~ BE -5 R EB.
luti) ~ IERAZRFIRE ~ LB E-A5FFIRE (B. schinkii) KB il 55 Fr
B © 1655 75 (R B 8 (% ] B ER P BON P 2 S Bl IR S JE B 1% (Gram-reaction-
positive) ~ JEEB VAR H & (R E 4 LW (8 Ry fy & 0E 2B 2 E B EY) <

I

il

56 HEEWREHAS)
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EHERERET] - MAFHFRETE NEE 8 BERASHREGRE KR

197 3 T 7 i

SEBMMSTFRECGEAIHASE & ¥ S K E (Ruminococcus
hydrogenotrophicus)) = B W FLENYIR5 73 #E Y > HE SRS - BKHL/CO,
R ANEEERBEERBERE LRS- 28NS HRREZE
BREEHI(%S5a33 = DSM 10507 = JCM 14656 - 58 2 AU 5555 [ 5 B i
$5a36216S rRNAELH 71l 2 BRI B & $4 5% Ky X95624.1 (fEA F R K
SEQ ID NO:5) « JH & il &8 B AN 25 K7 [N B B PR R 2 (171 R 1815 -
S5a33 [ ik e S5a36 & ik 3 E Y B i BE (8 38 < 2 (38 S P o0 Bt B ok 2 W9 A
4 % o HETRHEIEAE - AHE R A H HAEE 16S rRNAFF] « K
HE—EHF - ARARAES 2 S E'AMSFHIREAASEQ ID NO:5
> 16S IRNAFF o

PAE $%55DSM 1050778 R DL E $% 57 DSM 142945 F 2 S &8 B EIM %
T X B 4 ORI 30 7 & B B8 AR AR SCH 8 B B PR BH o [ Deutsche
Sammlung von Mikroorganismen [ 12 B f 4= ¥ {£ 5k & 0 (German
Microorganism  Collection)]  (Mascheroder ~Weg  1b, 38124
Braunschweig * )G EEBHITL19964E1 H DL B 4£9EDSM 10507 5% 5

SEBEMBEKE ) H/AYE2001F5H10H LLEFE5TDSM 14294FF &

" S5a33 |, - % {7 # 5 INRA Laboratoire de Microbiologie CR de
Clermont-Ferrand/Theix 63122 Saint Genés Champanelle > JEE - Z{EAT
AR CEE M EFEER 44D Pharma Plc -

EHE AR CE B RGAMOG-17 2168 rRNAKS [RI 7 51| 7 56 PR e 65 6 5%
FHM626177 (fEA H 3R BSEQ ID NO:1) « B Bl 3 HE A 55 (X B

57 HEGEHHRAD)
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PREDZCHY (19150 » B e i - 57 Fr R 2 IR AfA WAL 14507 = ATCC
BAA-1564 = DSM 19850 [17] - B -SSR E EIEWAL 14507 T
16S rRNAZ K7 .2 BN EE #% 5t FEF036467 (£ A X F1{8R HSEQ ID
NO:2) o W& FIHEEE v i - A6 25 F5 (R W B PR ZOFR (1715

PEFRIEM SRR EE KGRI ERRIEINCIMB 42381 F F 2wk - H
IR By 1R830 © 830 R 2 16S rRNAFFFIIELFYSEQ ID NO:3
oo BE PR 830 4K [ [E & 17 % M % £ NCIMB, Ltd. (Ferguson Building,
Aberdeen, AB21 9YA - #% f& Ff ) 1 GT Biologics Ltd. (Life Sciences
Innovation Building, Aberdeen, AB25 27ZS - #xf&E)2015FE3H12H S
Fh TEEASERES0, HOil &85 NCIMB 42381 - GT Biologics
Ltd.fE 12 4 4% B4D Pharma Research Limited -

I - A R R H E PR R LS #2598 NCIMB 424865 F Z Pk >
HRAEAR S 76 B R ARMR X008 © MRXO008 & #4 Z 16S rRNAFFHIHE 72
SEQ ID NO:4 4 - B ¥k MRX008 4% [ [% & 7% % fE 1% % NCIMB, Ltd.
(Ferguson Building, Aberdeen, AB21 9YA - #f f& ) i1 4D Pharma
Research Ltd. (Life Sciences Innovation Building, Aberdeen, AB25
278 > @IEHHPR20ISFILFI6HFEELR " A FRE/BEKE
MRx0008 |, H L& $%9NCIMB 42486 -

ELE 5] P B B B R VA R < A B B AR TR 5T ] A R0E RECTR DS
RE VR R /B RS - AEFEFE AT - ARAERS CdFE R B ARG E
BERMERRE R EEKZ 16s IRNAFSI£E/DI5% ~ 96% ~ 97% -
98% ~ 99% ~ 99.5%5(99.9% —F HJ16s rRNAFYI| - i {EH - BN AEHH

b WE &R EABISEQ ID NO:52/095% ~ 96% ~ 97% ~ 98% ~ 99% -

5 8 H(EWHRHS)
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99.5%899.9% —%7.2 16s rIRNAFEF o

EHEEFEHEG S - ANASHEF 2 @EFH R E AR NS R RE
R E M 165 IRNAFESIE/095% ~ 96% ~ 97% ~ 98% ~ 99% ~ 99.5%
5(99.9% — AT 16s rIRNAFHI o @y » B A SEHE 4 o 41 B B ik B B
SEQ ID NO:15 SEQ ID NO:3 % /095% ~ 96% ~ 97% ~ 98% ~ 99% -
99.5%5(99.9% — £~ 16s rRNAFFFI] - @M » FFH—E M % #t ¥ SEQ
ID NO:3 - #ZfEM - AR ARZEHF 2 AFEHREAMHSEQ ID NO:3HRE L
16s IRNAFFHI o fEHEEEHEHIF - APRAZFEHES 2 AEFEREA BT
M-MEERECHEEME 2 16s IRNAFHZE DI5% ~ 96% ~ 97% -
98% ~ 99% ~ 99.5%599.9% —FHY16s rRNAFEHI o fix i - P> A & 0H
> 4 B 5 B1SEQ ID NO: 25 SEQ ID NO:4 % /b95% ~ 96% -
97% ~ 98% ~ 99% ~ 99.5%5799.9%—%7.> 165 rRNAFEFI| - W EHT » 5]
—E A S ESEQ ID NO:4 - ffhdh » AN AR T 2 HEEKEAH
SEQ ID NO:4{t37 165 rRNAFF -

fE B DL& 8% 5E DSM 10507/14294 % 17 < Y0 & 4 ) B B0 LL & 5% 9%
NCIMB 42381 &xNCIMB 424863 {7 =~ 40 & £ V) 8 f5 =~ 40 i B PR /R THET 7]
HROEREECTHNT R R B /B0 o AW 8 (5 B A 6] St 88 (D0 AR 3 22 R 4
YL H UM BR ik

{E B DL B S5 9EDSM 10507/14294 ~ NCIMB 42381 E{NCIMB 42486
B < M A Y8 B R A S 2 E PR T RS ORI DLE B85 5E DSM
10507/14294 ~ NCIMB 423815 NCIMB 4248627 {7 7 40 & 09 H A 1% 5 e
FErl K TR - RIS - DAFEE FeERE AR ASHES 24
PRI AR AT AE 2 /0 80% « H 2 EHES T (P {E £/ 85% ~ 90% ~ 95% B

59 HEEWREHAS)
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9% H » RKEHLHEERBIEHZE/DIS% ~ 96% ~ 97% ~ 98% ~ 99% -
99.5%8¢99.9% 2 Fp A — 2 - BN E - £ —SLFRAT - AYEEK
TEE/V98%  HERBE T EA £/098% 5 —E M EAE99% < HE RS F
BARZEDVIONFH—EUE - AP AR E R 2 HAE E 750
fEhsp6 0B EH G FF 5I[(Fl41BOX ~ ERIC ~ (GTG)sE(REPE([20]) - A YA
PEE] BB LB 5295 DSM 10507/14294 - NCIMB 4238 15;NCIMB 42486
R MEHEFRTIEFZE/095% ~ 96% ~ 97% ~ 98% ~ 99% ~ 99.5%
5099.9% Fp A —HM 2 Al » AE—EE T - AV A EKREFBRFER
DSM 10507/14294 ~ G2 &M 5 R E Rk < HIERIIEF £/097%
98% ~ 99% ~ 99.5%5%99.9% FE 5| —E M FE5 A & BISEQ ID NO:5SZE
199%— (PN 21 99.5%E £ /1099.9% —H)HI16S IRNAFFF] « ff—L&
Bhafld - AR EREABEFF/DSM 10507/14294 7 &8 8 A6 55
FREFEKRZEERIIEFTZDI7% ~ 98% ~ 99% ~ 99.5%E(99.9% % 5]
—F M %I H EASEQ ID NO:5HJ16S rRNAEF o

E > fEBLLBSEIEDSM 10507/14294 - NCIMB 423815 NCIMB
424863 17 < M B A Y)Y H 78 M 7 A2 33 o 2 B Pk BT #5 oh 58 57 72 8 3 5%
DSM 10507/14294 - 2577 & $% %8 NCIMB 42381 = & 77 & $% %2 NCIMB
42486 F (R 7 2 0 A7 R/ EPCR o M (P30 FE thE & e B R R R IE %
B VE(FAFLP) K 5 ## DNA T £ (rep)-PCR 5 &0 3% fiy 24 & 5 & i 710 5 &R 7
16SE¢23s rDNAJMIFF) AR AT #EH] - ALBEE I F - 0] (8 FZ F gk
R S e g MASTRE - EEASRFRERE A -MERRER
tk o

ik

\

EHEERHI T > /EBDIBSESEDSM 10507/14294 ~ NCIMB 42381

5 10 HEEHIEREIE)
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B(NCIMB 4248627 7.~ S B A=) 8 B F A A 3500 oh 2 B iR (5 AL 38 T
3 1% f B2 DNA TR () 73 A (ARDRA) 75 7 B (9 40 £ {5 A Sau3 ATRR il i B )
(BN E O EREA] > Fl02 71211 LLE %5 DSM 10507/14294 -
NCIMB 42381 E(NCIMB 42486% {7 < 40 & 72 (i fH B £ AV E bk - 20
USp A 0 T R A R B B DB 5% 98 DSM 10507/14294 ~ NCIMB 42381
NCIMB 424863717~ 40 & B4 M ER KL &3 B = 2 B bk -

A A — & U7 A BRI (CBLHE & 5 A R it 2 ) AR 88 il BT R R
R 2 HEY R J7 A 2 HAW AN 5 R K B B R (6140 PA& $% 5% DSM
10507/14294 ~ NCIMB 423815{NCIMB 42486 %17 2 4l 2 £ Al - 2
BT = - T RS iR 4H B HL 5% 81K B DALE 58 o A o B 1T R0 2 o il A
REEF ZEH - FFEMS > PLLIE#5EDSM 10507/14294 -~ NCIMB
4238 1E8(NCIMB 424863 7 2 4B B A B A RE - SR /%R
EHR < HEE R T AR AZEE S - AR E KR EDSM 10507/14294 -
NCIMB 42381E(NCIMB 42486k B AME 2 MAEY & R FEENE - Fr
EME - AR E R RE S /SRR 3 PLE I T R SUEAE & 2 5
WE B2 SR T EE 0 R B O P R I B R A BT ST

REEIE 2 TR E A LB 52 9EDSM 10507/14294 %5 77 2 S8 & A 45
BRREEMKE - LGEA SRR AR TARERER 2 801 BHE
B o BRI AR AN BEETR - TH PR ASCPRRIZER 2 LS #5%
DSM 10507/14294 5 17 2 & & 210 25 15 X B B PR 20 H AT 42 1) 2 4 RE (1]
AL o3 ke AR

DLE $%£95DSM 10507/14294 ~ NCIMB 423815 NCIMB 42486 % 7
ZERZITEY N BT REE(FR) K B RBEE C BRE &Y (58 5

5 11 HEETEREE)
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JE) o AEER(PIAE AR EE P AR HE R 2 OTEY BN LBRAEYE
M- RHEMS  ABHITERKEFEREN - CTARERBIEHDSM
10507/14294 - NCIMB 42381E;NCIMB 42486tk EHHE » LY E
RPEEN - BEMS » (7T EREIETR R/ECE 5 % BT 0 4 fr R
SEME U - 5% S R TS T R B B T P B R A B R
{TH: R - DSM 10507/14294 T £ > 74 938 B (4 DSM 10507/ 14294 £
ZAEYAEL - NCIMB 42381 Pk 2 1Y) 8 E ANCIMB 42381 E k2 41
A o NCIMB 424861k 2 14 Y18 ANCIMB 42486 & ik < A4 -

PR K L& #5598 DSM  10507/14294 5 7F 2 G2 & 8040 25 i X B B R
Z 4R S AT BLDA S 8% 5 DSM 10507/14294 % 77 2 Wk B AMIE % &
M RO RE R MEAV AR AT - B2 SEMAE M AR E - PTiR R LB #5598
NCIMB 42381 3 {7 < 3L HE 71 25 15 X B B bR < 4 i 0o 35 1 {77 B2 DA 28 35 5%
NCIMB 423813 {7 < B Pk B A HH 5] 28 4 1 OB B re Ff MY 4HRE - B &
FAMA A ME - TR R LLEFRIENCIMB 42486 F {7 2 B e il - 11 55
i [ B B R 2 4B A AT BLLA B 8% 5ENCIMB 4248637 7 2 Btk B A 1
642 2 M RO SRR R MERY ARG - a2 SR m AR HWE -

R EERG T ARFHEEY T CHEERGIEREFH HAE

SER o Hh B SE EEIE N B T o
JE TR AR

FEEEETE T - AEHE YRR NG EE R R/ EEW - £ —L5&
gHafI > dHaEVHEAReFEEAREREW ZEF - £—EFRAT
HEVHEARBFEFEBERBRAEMLES - £ -EFHAF - HE
VIR aREAEMEREFRBE L ES - MEERH BT EHERE

5 12 HEETIEREIE)
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B B 5 52 TR R (R B S R B AR - BB BS R /200 38 % s
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fE—EEHA T - BEEFHICY REEFICY) > IRRIE RS M O
BT AR G YIE L 285 < B i MR ECY (PIaE i S pH) - 28
V)2 Qi B s — 30 oy (R B SR MR B (B0 - AL R PR T AT S ) > B
BHECYIFRIA A -

E—EEHA T > BEFACYESEEEAR - - SEHH T -
eV rig s BAKI A - BHNE - FICY 2] &S R sEE BE 75 AR B
FNGEAILR - BBIEER W] HE AR - IR & D RE 2 skl
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MEE A BEMEEEY) L HRE -
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B2 B8 < Qo 1m0 A (1 AR 5 B L e LA DA T 408 By P 3B PR A | (Ho) IR TE
(Cmax) * 1R~ F2KR ~ FISKEFI6OR o i @ RIIEG LB LR AR
IE&ER -

o BB — L B E o TFAE LT = (8 E B 33 1 Ae AL 1 i &0 A
s Z RN L D) EAE A PR BB 2 — & A <20 Z CMA X & W0k I 55
SR H b BB B ROHE © 2) H (R e 2 A (RE By A PP I A 5t
TEEAZRA NG » LB NE /B EAFRAR T IEGREE
{E(232 ppm) - B{EAE3.12 (55 E ) ~ 3.24 (5 ER) ~ 4.07 (Fi55E
o) Bl S e PEPR - RHIEA23.03 (558 ) ke 3.08 (ZERIEDME R H
FEAEHBERR (FTIR 0 X FTHERR 2 4. 07T R A H IR E £ ) - (H#84.09 (%
RIEDINEE EmHERR

A B I B (SR IS/T6 R)GE R LR IE R o th LSRR F K EH &R
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FTATE - A0 13.5 R Z1%& > AL FLEH BE R 2 & 180 21 Cmax BEIE TS o
ZH e 52 EEIE (p < 0.05)[F(K - BLZAHEE - B ZRIEIHIN S > 3%
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B3 -BEMA

A LR I & 2 /D — R S PT R 04 B B PR 2 SH SRR S 25
CHEA4C T2 HBERFTHRERENEA3I0% ~ 40% ~ 50% ~ 60% -
70% ~ 75% ~ 80% ~ 90%E 95 M R 2 RAT « L EH ~ 2@ H ~ 3
#H ~ 6 H ~ 15 ~ 1L.5% ~ 25 ~ 25FH3F 1% > £/050% > 60% -
70% ~ 80%E(90% <~ A B MR MES CAORBE - 20 DAFE AR 2 5 M E 2 BE 7%
APl
Fe A1

SEQ ID NO:1 (EEHEAN 5745 (R EIRGAM6-1 16SIZERGRNAE A
=4y FE5- HM626177)

1 tgcaagtcga gcgaagcget tacgacagaa ccttcggggg aagatgtaag
ggactgagceg

61 gcggacgggt gagtaacgcg tgggtaacct gcctcataca gggggataac
agttggaaac

121 ggctgctaat accgcataag cgcacggtat cgcatgatac agtgtgaaaa
actccggtgg

181 tatgagatgg acccgcgtct gattagctag ttggaggggt aacggceccac
caaggcgacg

241 atcagtagcc ggcctgagag ggtgaacgge cacattggga ctgagacacg
gcccagactc

301 ctacgggagg cagcagtggg gaatattgca caatggggga aaccctgatg

cagcgacgcce
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361 gcgtgaagga agaagtatct cggtatgtaa acttctatca gcagggaaga
aaatgacggt

421 acctgactaa gaagccccgg ctaactacgt gccagcagec gcggtaatac
gtagggggca

481 agcgttatcc ggatttactg ggtgtaaagg gagcgtagac ggaagagcaa
gtctgatgtg

541 aaaggctggg gcttaacccc aggactgcat tggaaactgt ttttcttgag
tgccggagag

601 gtaagcggaa ttcctagtgt agcggtgaaa tgcgtagata ttaggaggaa
caccagtggc

661 gaaggcggct tactggacgg taactgacgt tgaggctcga aagegtgggg
agcaaacagg

721 attagatacc ctggtagtcc acgccgtaaa cgatgaatac taggtgttgg
ggagcaaagc

781 tcttcggtge cgcagcaaac gcaataagta ttccacctgg ggagtacgtt
cgcaagaatg

841 aaactcaaag gaattgacgg ggacccgcac aagcggtgga gcatgtggtt
taattcgaag

901 caacgcgaag aaccttacca agtcttgaca tcgatctgac cggttcgtaa
tggaaccttt

961 ccttcgggac agagaagaca ggtggtgcat ggttgtcgtc agctegtgte
gtgagatgtt

1021 gggttaagtc ccgcaacgag cgcaacccct atcctcagta gccagceaggt
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gaagctgggc

1081 actctgtgga gactgccagg gataacctgg aggaaggcegg ggacgacgte
aaatcatcat

1141 gccccttatg atttgggcta cacacgtget acaatggegt aaacaaaggg
aagcgagccce

1201 gcgaggggga gcaaatccca aaaataacgt cccagttcgg actgcagtct
gcaactcgac

1261 tgcacgaagc tggaatcget agtaatcgcg aatcagaatg tcgeggtgaa
tacgttcccg

1321 ggtcttgtac acaccgcecg tcacaccatg ggagtcagta acgcccgaag tc

SEQ ID NO:2 (B - ECEEEWAL 14507 16SIZHEFERNA
B > B o Fryl- EF036467)

1 caagtcgaac gggaattant ttattgaaac ttcggtcgat ttaatttaat tctagtggeg

61 gacgggtgag taacgcgtgg gtaacctgcec ttatacaggg ggataacagt
cagaaatggc

121 tgctaatacc gcataagcgc acagagctge atggctcagt gtgaaaaact
ccggtggtat

181 aagatggacc cgcgttggat tagcttgttg gtggggtaac ggcccaccaa
ggcgacgatc

241 catagccgge ctgagagggt gaacggccac attgggactg agacacggcec
cagactccta

301 cgggaggcag cagtggggaa tattgcacaa tgggggaaac cctgatgcag

cgacgccegeg
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361 tgaaggaaga agtatctcgg tatgtaaact tctatcagca gggaagatag
tgacggtacc

421 tgactaagaa gccccggeta actacgtgcc agcagecgeg gtaatacgta
gggggcraage

481 gttatccgga tttactgggt gtaaagggag cgtagacggt gtggcaagtc
tgatgtgaaa

541 ggcatgggcet caacctgtgg actgcattgg aaactgtcat acttgagtge
cggaggggta

601 agcggaattc ctagtgtagc ggtgaaatgc gtagatatta ggaggaacac
cagtggcgaa

661 ggcggcttac tggacggtaa ctgacgttga ggctcgaaag cgtggggage
aaacaggatt

721 agataccctg gtagtccacg ccgtaaacga tgaataacta ggtgtcgggt
ggcaaagcca

781 ttcggtgceg tcgcaaacgc agtaagtatt ccacctgggg agtacgttcg
caagaatgaa

841 actcaaagga attgacgggg acccgcacaa gcggtggage atgtggttta
attcgaagca

901 acgcgaagaa ccttaccaag tcttgacatc cgcctgaccg atccttaacc
ggatctttcc

961 ttcgggacag gcgagacagg tggtgcatgg ttgtcgtcag ctegtgtegt
gagatgttgg

1021 gttaagtccc gcaacgagcg caacccctat cctcagtage cagcatttaa
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ggtgggcact

1081 ctggggagac tgccagggat aacctggagg aaggcecgggga tgacgtcaaa

tcatcatgcce

1141 ccttatgatt tgggctacac acgtgctaca atggcgtaaa caaagggaag
cgagattgtg

1201 agatggagca aatcccaaaa ataacgtccc agttcggact gtagtctgea
acccgactac

1261 acgaagctgg aatcgctagt aatcgcggat cagaatgccg cggtgaatac
gttccecgggt

1321 cttgtacaca ccgcccgtca caccatggga gtcagtaacg cccgaagtca
gtgacctaac

1381 tgcaaagaag gagctgccga aggcgggacc gatgactggg gtgaagtegt
aacaaggt

SEQ ID NO:3 (FEMEA 5 HF I E EiA830 2475 16S rRNAFEAI)

TTTKGTCTGGCTCAGGATGAACGCTGGCGGCGTGCTTAACAC
ATGCAAGTCGAGCGAAGCGCTTACGACAGAACCTTCGGGGGAAG
ATGTAAGGGACTGAGCGGCGGACGGGTGAGTAACGCGTGGGTAA
CCTGCCTCATACAGGGGGATAACAGTTGGAAACGGCTGCTAATAC
CGCATAAGCGCACAGTATCGCATGATACAGTGTGAAAAACTCCGG
TGGTATGAGATGGACCCGCGTCTGATTAGCTAGTTGGAGGGGTAA
CGGCCCACCAAGGCGACGATCAGTAGCCGGCCTGAGAGGGTGAA
CGGCCACATTGGGACTGAGACACGGCCCAGACTCCTACGGGAGGC

AGCAGTGGGGAATATTGCACAATGGGGGAAACCCTGATGCAGCG
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ACGCCGCGTGAAGGAAGAAGTATCTCGGTATGTAAACTTCTATCA
GCAGGGAAGAAAATGACGGTACCTGACTAAGAAGCCCCGGCTAA
CTACGTGCCAGCAGCCGCGGTAATACGTAGGGGGCAAGCGTTATC
CGGATTTACTGGGTGTAAAGGGAGCGTAGACGGAAGAGCAAGTCT
GATGTGAAAGGCTGGGGCTTAACCCCAGGACTGCATTGGAAACTG
TTTTTCTTGAGTGCCGGAGAGGTAAGCGGAATTCCTAGTGTAGCG
GTGAAATGCGTAGATATTAGGAGGAACACCAGTGGCGAAGGCGG
CTTACTGGACGGTAACTGACGTTGAGGCTCGAAAGCGTGGGGAGC
AAACAGGATTAGATACCCTGGTAGTCCACGCCGTAAACGATGAAT
ACTAGGTGTTGGGGAGCAAAGCTCTTCGGTGCCGCAGCAAACGCA
ATAAGTATTCCACCTGGGGAGTACGTTCGCAAGAATGAAACTCAA
AGGAATTGACGGGGACCCGCACAAGCGGTGGAGCATGTGGTTTAT
TCGAAGCAACGCGAAGAACCTTACCAAGTCTTGACATCGATCTGA
CCGGTTCGTAATGGAACCTTTCCTTCGGGACAGAGAAGACAGGTG
GTGCATGGTTGTCGTCAGCTCGTGTCGTGAGATGTTGGGTTAAGTC
CCGCAACGAGCGCAACCCCTATCGTCAGTAGCCAGCAGGTAAAGC
TGGGCACTCTGAGGAGACTGCCAGGGATAACCTGGAGGAAGGCG
GGGACGACGTCAAATCATCATGCCCCTTATGATTTGGGCTACACA
CGTGCTACAATGGCGTAAACAAAGGGAAGCGAGCCCGCGAGGGG
GAGCAAATCCCAAAAATAACGTCCCAGTTCGGACTGCAGTCTGCA
ACTCGACTGCACGAAGCTGGAATCGCTAGTAATCGCGAATCAGAA
TGTCGCGGTGAATACGTTCCCGGGTCTTGTACACACCGCCCGTCAC

ACCATGGGAGTCAGTAACGCCCGAAGTCAGTGACCCAACCTTAGG
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GAGGGAGCTGCCGAAGGCGGGATTGATAACTGGGGTGAAGTCTA
GGGGGT

SEQ ID NO:4 (B o= fr-#554 X E EHEMRX008 2 4:7516S rRNAFE
51)

TTCATTGAGACTTCGGTGGATTTAGATTCTATTTCTAGTGGCG
GACGGGTGAGTAACGCGTGGGTAACCTGCCTTATACAGGGGGATA
ACAGTCAGAAATGGCTGCTAATACCGCATAAGCGCACAGAGCTGC
ATGGCTCAGTGTGAAAAACTCCGGTGGTATAAGATGGACCCGCGT
TGGATTAGCTTGTTGGTGGGGTAACGGCCCACCAAGGCGACGATC
CATAGCCGGCCTGAGAGGGTGAACGGCCACATTGGGACTGAGAC
ACGGCCCAGACTCCTACGGGAGGCAGCAGTGGGGAATATTGCACA
ATGGGGGAAACCCTGATGCAGCGACGCCGCGTGAAGGAAGAAGT
ATCTCGGTATGTAAACTTCTATCAGCAGGGAAGATAGTGACGGTA
CCTGACTAAGAAGCCCCGGCTAACTACGTGCCAGCAGCCGCGGTA
ATACGTAGGGGGCAAGCGTTATCCGGATTTACTGGGTGTAAAGGG
AGCGTAGACGGTGTGGCAAGTCTGATGTGAAAGGCATGGGCTCAA
CCTGTGGACTGCATTGGAAACTGTCATACTTGAGTGCCGGAGGGG
TAAGCGGAATTCCTAGTGTAGCGGTGAAATGCGTAGATATTAGGA
GGAACACCAGTGGCGAAGGCGGCTTACTGGACGGTAACTGACGTT
GAGGCTCGAAAGCGTGGGGAGCAAACAGGATTAGATACCCTGGT
AGTCCACGCCGTAAACGATGAATACTAGGTGTCNGGGGAGCATGG
CTCTTCGGTGCCGTCGCAAACGCAGTAAGTATTCCACCTGGGGAG

TACGTTCGCAAGAATGAAACTCAAAGGAATTGACGGGGACCCGCA
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CAAGCGGTGGAGCATGTGGTTTAATTCGAAGCAACGCGAAGAACC
TTACCAAGTCTTGACATCCGCCTGACCGATCCTTAACCGGATCTTT
CCTTCGGGACAGGCGAGACAGGTGGTGCATGGTTGTCGTCAGCTC
GTGTCGTGAGATGTTGGGTTAAGTCCCGCAACGAGCGCAACCCCT
ATCCTCAGTAGCCAGCATTTAAGGTGGGCACTCTGGGGAGACTGC
CAGGGATAACCTGGAGGAAGGCGGGGATGACGTCAAATCATCAT
GCCCCTTATGATTTGGGCTACACACGTGCTACAATGGCGTAAACA
AAGGGAAGCGAGATCGTGAGATGGAGCAAATCCCAAAAATAACG
TCCCAGTTCGGACTGTAGTCTGCAACCCGACTACACGAAGCTGGA
ATCGCTAGTAATCGCGGATCAGAATGCCGCGGTGAATACGTTCCC
GGGTCTTGTACACACCGCCCGTCACACCATGGGAGTCAGTAACGC
CCGAAGTCAGTGACCTAACTGCAAAGAAGGAGCTGCCGAA

SEQ ID NO:5 (g2 B WM 5 ESS5a36 16SIZERRNAZN » &
- X95624.1)

1 gatgaacgct ggecggegtge ttaacacatg caagtcgaac gaagcgatag
agaacggaga

61 tttcggttga agttttctat tgactgagtg gcggacgggt gagtaacgeg
tgggtaacct

121 gcectataca gggggataac agttagaaat gactgctaat accgcataag
cgcacagctt

181 cgcatgaagc ggtgtgaaaa actgaggtgg tataggatgg accecgegttg
gattagctag

241 ttggtgaggt aacggeccac caaggegacg atccatagec ggectgagag
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ggtgaacggce

301 cacattggga ctgagacacg gcccaaactc ctacgggagg cagecagtggg
gaatattgca

361 caatggggga aaccctgatg cagcgacgcece gegtgaagga agaagtatct
cggtatgtaa

421 acttctatca gcagggaaga aagtgacggt acctgactaa gaagccccgg
ctaattacgt

481 gccagcagece geggtaatac gtaaggggcea agegttatcc ggatttactg
ggtgtaaagg

541 gagcgtagac ggtttggcaa gtctgatgtg aaaggcatgg getcaacctg
tggactgcat

601 tggaaactgt cagacttgag tgccggagag gcaagcggaa ttcctagtgt
agcggtgaaa

661 tgcgtagata ttaggaggaa caccagtggc gaaggecggec tgetggacgg
taactgacgt

721 tgaggctcga aagecgtgggg agcaaacagg attagatacc ctggtagtce
acgctgtaaa

781 cgatgaatac taggtgtcgg gtggcaaagce cattcggtge cgecagcaaac
gcaataagta

841 ttcccacctg gggagtacgt tcgcaagaat gaaactcaaa ggaattgacg
gggacccgea

901 caagcggtgg agcatgtggt ttaattcgaa gcaacgcegaa gaaccttacc

aaatcttgac
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961 atccctctga ccgggaagta atgttcectt ttcttcggaa cagaggagac
aggtggtgca

1021 tggttgtcgt cagectcgtgt cgtgagatgt tgggttaagt cccgecaacga
gcgcaaccct

1081 tattcttagt agccagcagg tagagcetggg cactctaggg agactgecag
ggataacctg

1141 gaggaaggtg gggatgacgt caaatcatca tgccccttat gatttggget
acacacgtgc

1201 tacaatggcg taaacaaagg gaagcgaagg ggtgacctgg agcaaatctc
aaaaataacg

1261 tctcagttcg gattgtagtc tgcaactcga ctacatgaag ctggaatcgce
tagtaatcgc

1321 gaatcagaat gtcgcggtga atacgttcce gggtettgta cacaccgece
gtcacaccat

1381 gggagtcagt aacgcccgaa gtcagtgacc caaccnaaag gagggagcetg
ccgaagglgg

1441 gactgataac tggggtga
25 3R
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1802545 101 A 130 FHYUET

[F71%]

<110>  Hpg4DBEEEALRAE] (4D PHARMA PLC)

<120> HEMEERAAEY

<140> TW 106123394

<141> 2017-03-06

<150> GB 1612190.7

<151> 2016-07-13

<150> GB 1616016.0

<151> 2016-09-20

<150> GB 1616018.6

<151> 2016-09-20

<150> GB 1703548.6

<151> 2017-03-06

<150> GB 1703552.8

<151> 2017-03-06

<160> 5

<170>  SegWin2010, version 1.0

<210> 1

211> 1372

<212> DNA

Q13> EHEARLRINE

<400> 1

tgcaagtcga gcgaagegct tacgacagaa ccttcgugeg aagatgtaay ggactgageg 60
gcggacgget gagtaacgcg tgggtaacct gectcataca gggggataac agttggaaac 120
ggctgctaat accgecataag cgcacggtat cgcatgatac agtgtgaaaa actceggtgg 180
tatgagatgg acccgegtet gattagetag ttggaggget aacggcccac caaggcgacg 240
atcagtagee ggectgagag ggtgaacgge cacattggga ctgagacacg geccagacte 300
ctacgegagg cagcagtgug gaatattgca caatgggega aaccctgaty cagegacgee 360
gcgtgaagga agaagtatct cggtatgtaa acttctatca geagggaaga aaatgacggt 420
acctgactaa gaageccegyg ctaactacgt gecageagee geggtaatac gtagggeggca 480
agcgttatce ggatttacty ggtgtaaagy gagegtagac ggaagageaa gtetgatgtg 540
aaaggctege gettaaccee aggactgcat tgeaaactgt ttttcttgag tgccggagag 600
gtaagcggaa ttcctagtgt agcggtgaaa tgcgtagata ttageageaa caccagtgge 660
gaaggcgect tactggacgg taactgacgt tgaggctcga aagegtggeg agcaaacagg 720
attagatacc ctggtagtcce acgecgtaaa cgatgaatac taggtgttgg ggagcaaage 730
tetteggtege cgcagecaaac geaataagta ttccacctgg ggagtacgtt cgecaagaatg 840
aaactcaaag gaattgacgyg ggacccgeac aageggtgga geatgtggtt taattcgaag 900

106123394 FEH5E A0202 F18 - H5E(RIIR) 1113012825-0
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caacgcgaag
ccttecgggac
ggettaagtc
actctgtgea
geeecttatg
gegagegygega
tgcacgaagc
ggtcttgtac

210> 2

aaccttacca
agagaagaca
ccgeaacgag
gactgecagg
atttgggcta
gcaaatccca
tfggaatcgct
acaccgececg

<211> 1438

<212> DNA
Bl - AR INE

<213>

<220>
<221>
<222> 19
<223>

<400> 2
caagtcgaac
gacgggtgag
tgctaatacc
aagatggacc
catagccgge
cgggaggeay
fgaaggaaga
tgactaagaa
gttatccgga
ggcatgggct
agcggaattc
ggcggcttac
agataccctg
ttcggtegccg
actcaaagga
acgcgaagaa
ttcgggacag
gltaagtcce
ctggggagac
ccttatgatt
agatggagca
acgaagctgg
cttgtacaca
tfgcaaagaag

<210> 3

modified base

gggaattant
taacgcgtgg
gcataagcge
cgcgttggat
ctgagagggt
cagtggggaa
agtatctcegg
geeeeggceta
tttactgggt
caacctgtgg
ctagtgtagc
tfggacggtaa
gtagtccacg
tcgcaaacgce
attgacgggy
ccttaccaag
gegagacagg
gcaacgageg
tgccagggat
tgggctacac
aatcccaaaa
aatcgctagt
ccgeeegtcea
gagctgecga

<211> 1481

<212> DNA
HEHEA R INA

<213>

106123394

agtcttgaca
getggtucat
cgcaacccct
gataacctgg
cacacgtgct
aaaataacgt
agtaatcgcg
tcacaccatg

"n ffRa >~ ¢~ Bt

ttattgaaac
gtaacctgcce
acagagctgc
tagcttgttg
gaacggeceac
tattgcacaa
tatgtaaact
actacgtgcc
gtaaagggay
actgcattgg
ggtgaaatgce
Ctgacgttga
ccgtaaacga
agtaagtatt
acccgceacaa
fcttgacate
tggtgcatyy
caacccctat
aacctggagg
acgtgctaca
ataacgtccc
aatcgcggat
caccatggga
aggegggacce

tcgatctgac
gettgtegte
atcctcagta
aggaaggcgy
acaatggcegt
cccagttegg
aatcagaatg
ggagtcagta

ttcggtegat
tftatacaggg
atggctcagt
gtgggygtaac
attgggactg

tgggggaaac
tctatcagea

agcageegeyg
cgtagacggt
aaactgtcat
gtagatatta
ggctcgaaag
tgaataacta
ccacctgggy
geggtygage
cgeetgaccg
ttgtegtcag
cctecagtagce
aaggegggea
atggcgtaaa
agttcggact
cagaatgcecg
gtcagtaacg
gatgactggy

FEHESE A0202

cggttcgtaa
agctegtgte
gccagcaggt
ggacgacgtc
aaacaaaggyg
actgcagtct
tcgcggtgaa
acgeccgaag

ftaatttaat
gegataacagt
gtgaaaaact
ggcecaccaa
agacacggcce
cctgatgcag
gggaagatag
gtaatacgta
gtggcaagtc
acttgagtgc
ggaggaacac
cglyggggage
ggtgtcgggt
agtacgttcg
atgtggttta
atccttaacc
ctcgtgtcgt
cagcatttaa
tgacgtcaaa
caaagggaag
gtagtctgea
cggtgaatac
ccegaagtcea
gtgaagtcgt

fggaaccttt
gtgagatgtt
gaagctggec
aaatcatcat
aagcgagcecce
gcaactcgac
tacgttcceeg
tc

fctagtggcg
cagaaatggc
ccggtggtat
ggcgacgatce
cagactccta
cgacgecegeg
tgacggtacce
ggggegcaage
tfgatgtgaaa
cggagggyta
cagtggcgaa
aaacaggatt
ggcaaagceca
caagaatgaa
attcgaagca
ggatctttce
gagatgttgg
ggtgggeact
tcatcatgece
cgagattgtg
acccgactac
gttcecgget
gtgacctaac
aacaaggt

$2H - H5E(FIR)

960

1020
1080
1140
1200
1260
1320
1372

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
1438
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<220>
<221>
222> 4
<223>

<400> 3
tttkgtctgy
gcttacgaca
gegtggygtaa
aagcgceacag
tctgattage
gagggtygaac
gggvaatatt
tcteggtatg
cggctaacta
Ctgggtgtaa
cccaggactg
tgtagecggty
cggtaactga
tcecacgeegt
aacgcaataa
cggggacceey
caagtcttga
caggtggtgc
agcgcaacce
gggataacct
tacacacgtg
caaaaataac
ctagtaatcg
cgtcacacca
gecgaagecy

<210> 4

modified base

"k fReEkt

Ctcaggatga
gaaccttcgg
cctgecteat
tatcgcatga
tagttggagy
ggccacattg
gcacaatggg
taaacttcta
cgtgccagea
agggagegta
cattggaaac
aaatgcgtag
cgttgaggct
aaacgatgaa
gtattccacc
cacaagcggt
catcgatctg
atggttgtcg
ctatcgtcag
ggaggaagec
ctacaatggc
gtcecagtte
cgaatcagaa
tgggagtcag
ggattgataa

<211> 1384

<212> DNA
Bl - AR INE

<213>

<220>
<221>

<223>

<400> 4
ttcattgaga
tfggetaacct
cgcacagage
gattagettg
ggtgaacggc
gaatattgca
cggtatgtaa

106123394

modified base
<222> 749
"ny ffa -~ ¢~ Bkt

cttcggtgega
geettataca

tgcatggctce
ttggtgggat
cacattggga

caatggggea
acttctatca

acgctggegy
gggaagatyt
acaggggeat
tacagtgtga
ggtaacggcce
ggactgagac
ggaaaccctg
tcagcaggga
geegeggtaa
gacggaagag
tgtttttett
atattaggag
cgaaagcgty
tactaggtgt
tggggagtac
ggagcatgty
accggttegt
tfcagctcegtg
tagccagcag
ggggacgacy
gtaaacaaag
ggactgcagt
tgtegeggty
taacgcccga
ctggggtyaa

tttagattct
gggggataac
agtgtgaaaa
aacggcececac
ctgagacacg
aaccctgatg
geagggaaga

cgtgcttaac
aagggactga
aacagttgga
aaaactccgg
caccaaggcyg
acggcccaga
atgcagcgac
agaaaatgac
tacgtagggy
caagtctgat
gagtgeegga
gaacaccagt
gggagcaaac
tggggagcaa
gttcgcaaga
gtttattcga
aatggaacct
tcgtgagatg
gtaaagctgg
tcaaatcatc
ggaagcgagc
ctgcaactcg
aatacgttcc
agtcagtgac
gtctagggey

atttctagtg
agtcagaaat
actccggtegg
caaggcgacyg
gcecagacte
cagcgacgcece
tagtgacggt

FEHESE A0202

acatgcaagt
geggcggacy
aacggctgct
tfggtatgaga
acgatcagta
ctcctacggg
gccgcegtgaa
ggtacctgac
gcaagcegtta
gtyaaaggct
gaggtaagcyg
gglgaagecy
aggattagat
agctcettcgg
atgaaactca
agcaacgcga
ttectteggg
ftgggttaag
gcactctgag
atgcccctta
ccglgageyy
actgcacgaa
cgggtcettat
ccaaccttag
t

geggacygggt
ggctgctaat
tataagatgg
atccatagece
ctacgggagy
gcgtgaagga
acctgactaa

cgagcgaage
ggtgagtaac
aataccgcat
tggacccegeg
geeggectga
aggcagcagt
ggaagaagta
taagaagccce
tceggattta
gggecttaac
gaattcctag
gcttactgga
accctggtag
tgccgceagea
aaggaattga
agaaccttac
acagagaaga
tceegeaacg
gagactgceca
tgatttggec
gagcaaatcc
gctggaatcg
acacaccgece

ggagggagcet

gagtaacgcg
accgcataag
acccgegttg
ggcctygagag
cagcaglygy
agaagtatct
gaagccecgy

$3E - HS5E(FIR)

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
1440
1481

120
180
240
300
360
420

101 HI3H FArEiE
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ctaactacgt
gegtytaaagg
tfggactgcat
agcggtgaaa
taactgacgt
acgecgtaaa
cgcagtaagt
gggaccegea
aagtcttgac
aggtggtgca
gcgeaacccece
gataacctgg
cacacgtgct
aaaataacgt
agtaatcgeg
tcacaccatg
cgaa

<210> 5

geeageagece
gagcgtagac
tfggaaactgt
tgcgtagata
tfgaggctcga
cgatgaatac
attccacctg
caagcggtgy
atccgectga
tggttgtegt
tatcctcagt
aggaaggcgy
acaatggcgt
cccagttcegg
gatcagaatg
ggagtcagta

<211> 1458

<212> DNA
Q13> @5

<220>
<221>

modified base

<222> 1416

<223>

<400> 5
gatgaacgct
tttcggttga
gcectataca
cgcatgaage
ttggtgaggt
cacattggga
caatgggyga
acttctatca
gceageagec
gagcgtagac
fggaaactgt
tgcgtagata
tgaggctcga
cgatgaatac
ttcecaccty
caagcggtygy
atcectetga
fggttgtcgt
tattcttagt
gaggaaggty
tacaatggcg

106123394

ggcggegtee
agttttctat
gggyuataac
ggtgtgaaaa
aacggcececac
Cctgagacacg
aaccctgatg
geagggaaga
gcggtaatac
ggtttggcaa
cagacttgag
ftaggaggaa
aagcgtgggy
taggtgtegy
gggagtacgt
agcatgtget
Cccgggaagta
cagctegtet
agccagcagy
gggatgacgt
taaacaaagg

gcggtaatac
getgtyggcaa
catacttgag
ttaggaggaa
aagcgtygggy
taggtgtceng
gggagtacgt
agcatgtget
ccgatectta
cagctegtgt
agccagceatt
ggatgacgtc
aaacaaaggyg
actgtagtct
ccgeggtgaa
acgecegaag

BRI RRE

"n ffRa >~ ¢~ Bt

ttaacacatg
tfgactgagtg
agttagaaat
actgaggtgy
caaggcgacg
gcccaaacte
cagcgacgcce
aagtgacggt
gtaagggygca
gtctgatgty
tgccggagag
caccagtggc
agcaaacagg
glggcaaage
tcgcaagaat
ttaattcgaa
atgtteectt
cgtgagatgt
tagagctggy
caaatcatca
gaagcegaagy

gtaggggeca
gictgatgtg
tgccggagyy
caccagtggc
agcaaacagg
gggageatgy
tcgcaagaat
ttaattcgaa
accggatctt
cgtgagatgt
taaggtgggc
aaatcatcat
aagcgagatc
gcaaccegac
tacgttcecg
tcagtgacct

caagtcgaac
geggacgggt
gactgctaat
tataggatgg
atccatagcec
ctacgggagy
gcgtgaagga
acctgactaa
agcgttatcce
aaaggcatgg
gcaagcggaa
gaaggegece
attagatacc
cattcggtgc
gaaactcaaa
gcaacgegaa
ttcttcggaa
tfgggttaagt
cactctaggg
tgceecttat

ggtgacctgg

FEHESE A0202

agcgttatce
aaaggcatgg
gtaagcggaa
gaaggcggct
attagatacc
ctcttcggte
gaaactcaaa
gcaacgegaa
tcetteggea
fggettaagt
actctgggea
gceecttatg
gtgagatgga
tacacgaagc
ggtcttgtac
aactgcaaag

gaagcgatag
gagtaacgcg
accgcataag
acccgegtty
gucctgagag
cagcagtggg
agaagtatct
gaagccecgy
gegatttactg
gctcaacctyg
ftcctagtgt
tgctggacgy
ctggtagtce
cgcagcaaac
ggaattgacg
gaaccttacc
cagaggagac
ccegeaacga
agactgccag
gatttgggct
agcaaatctc

ggatttactg
gctcaacctyg
ftectagtgt
tactggacgg
ctggtagtce
ccgtcegeaaa
ggaattgacg
gaaccttacc
caggcgagac
ccegeaacga
gactgccagg
atttgggcta
gcaaatccca
fggaatcgct
acaccgececg
aaggagctgc

agaacggaga
tfggetaacct
cgcacagett
gattagctag
ggtyaacggce
gaatattgca
cggtatgtaa
ctaattacgt
ggtgtaaagy
tfggactgcat
agcggtgaaa
taactgacgt
acgctgtaaa
gcaataagta
gggaccegea
aaatcttgac
aggtggtgca
gcgeaaccct
ggataacctg
acacacgtgc
aaaaataacg

$BA4E - H5E(FIR)

480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
1384

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
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fctcagttcg gattgtagtc tgcaactcga ctacatgaag ctggaatcge tagtaatcgce
gaatcagaat gtcgeggtga atacgttcece gggtettgta cacaccgece gtcacaccat
gggagtcagt aacgceccgaa gtcagtgacce caaccnaaag gagggagctg ccgaaggtegg

gactgataac tggggtga

106123394

FEHESE A0202

$B5HE - H5E(FIR)

1320
1380
1440
1458
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EELELEEE Vil EED

ERE

A A S B T S K B (Blautia hydrogenotrophica) ~ EHEHT
FRFIRE (B. stercoris) ~ B{REMSFFINE(B. faecis) ~ BRIEH 5 F IR E(B.
coccoides) ~ B - MR INE(B. glucerasea) ~ JEHE-11 75 R I & (B.
hansenii) ~ & - R IRE (B, luti) ~ RREE-TAHFFIRNE(B. schinkii)5]
MR- R IR (B. wexlerae) W iE 2 MIE WKk ZHE 2 HiR - HH
B AR BCTE PG (B 88 th 2 RE S Ko /S fih 2 B > B oo 3% 4 & & ik ol
H,/COL AL Fs Z % 8 (acetate) o
[F5Kk3H2]

—iEESHEER ZEEY Z R - AR e R SEV (R T 2 FE
VB S /R B - SZ R R AR R A FSEQ ID NO & 5£/097%—2 7 16s

RNAFF] o
[5%5K7H3])

MFERIH 22 7 R > H R 3% RE R R/ B0 P BB S 2 /2 45 3% 1k =
AR -
[5%5K7H4])

MFEKIHEIZ R » HpZ R MEERGHNNG - EBRER 2 %R %
[5%5K7H5])

WMEBEKIH 12 H &R - H PR R R/ EPIBS - 7wk BN K
(Crohn’s disease)B( /&5 4515 < AR -
[5%5K7H6]

P 1 HEEHP S EA )

C206855PBX20221228C.docx
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MEFKIHIE2Z Hazk - HP BRI RAR RSS2 8RR
IBS ~ 728 R R BB B MGG R Sk 2 (8 2 BR IR S/ B fE /D -
aHoKIAT]

MEERIHI2 Z ik > HpZ BB eR [T ZEE - ILHH
iz (Efe B A R R E R B A (RS -
A oKIAR]
EERIHIE2 Z ik > H P Z BRI A FOERE R - I H H oz (5
BAREMEREBEAER -

[55°k39]
K12 Z R - H Pz fRE =7 B e TR e/ BCR AR A -
[55°k3H10]

AR IE N B2 iR o o A B B R (R S0P b B
Y EBE -
FREI]

IR RTE S22 Bk - o G R S T —
o B -

2 P (% (B2 PP

N

AR oKIH12]

MEERIHIN2 Z H ik > H Pz ia R # — b B 1E /e TR
SHTE] R/ B2 1% i % (I Ae P i o 2 SRR T L b R sV BB R Bl TR b5 2 AT A
AR
[E5°kIH13]

—fEEE /2 EMN M E K E (Blautia hydrogenotrophica) ~ EIHET
FRFIRE (B. stercoris) ~ B{REMSFFINE(B. faecis) ~ BRIEH 5 F IR E(B.

% 2 HEEHAP S EA )

C206855PBX20221228C.docx
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coccoides) ~ MEN B -5 IF N E (B. glucerasea) ~ JE -1 % F5 B EH (B.
hansenii) ~ B - EKE(B. luti) ~ TR E-AS K E(B. schinkii)s,
Wre -1 R K E (B, wexlerae)WiBEZ WH AR ZHEZ HiE - HH
72 B AR 6 R B TH I RE IR B [ B 5 i TP B AR R R (Enterobacteriaceae)
ZRfE Z BUE] - B A R AR Ho/ CO BB By L BEEE -

[E5°KkIH14]

—HEEE /BB M IR E(Blautia hydrogenotrophica) ~ EHER
FHRFIRE (B, stercoris) ~ EEAMZGFFIRE(B. faecis) ~ KA 5547 K B (B.
coccoides) ~ MEN B -THSHF N E (B. glucerasea) ~ JE -1 % F5 S EH (B.
hansenii) ~ B - EKE(B. [uti) ~ TR E-AS K E(B. schinkii)s,
Wre -1 55 R K E (B, wexlerae)WiBEZ R AR ZHEZ HiE - HH
BB e R B TR BLG AR PR A B Z VR Z BRI > H o sZ dll W ik ]
i’ H2/CO 8L By ZBEET -

[55°KIH15]

—EEeHEERZHEYIZ R - B R BTG IR B IR TR I
(AR 5 B 28 TP B AR B RN (Enterobacteriaceae) Z RIE Z B - Z AN H FH IR
HAHISEQ ID NO: 5%/197% 5= 165 -RNAFF] -

[55°K7H16]

—EaeHEERZHEYIZ R » B R B a5 s T G B RG AR

PHECG A B 2 BEIR 2 SR - Al & ix HABISEQ ID NO: S£/097%—8 2

16s IRNAFA -

AR K17

WMEEKEIBEIORE—HZ G » KPR ERHARBIRE(E
53 E(SHH A B E)
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coli) »
[EE>KTH18])

WEHERHIBZ KI3 216 {E—THZ AR > HPZHEERGE=2E

BT 55455 B B (Blautia hydrogenotrophica) »
[E5°KTH19]

WEFHERHIE2 I3 16 {E—TH Z HR » Hp MW EE IR GEEA

HECE (Blautia stercoris) °
[55°K7H20]

WEFEKIH1ER2 13216 E—TH 2 R - H Pz W& F R G B e i -

S E (Blautia wexlerae) -
[E5>KkTH21]

WEHERHIE2 K13 EI6H{E—THZ HR » HPZMWEEKRAE RS
eaMMSRREMEEKZ16s IRNAFAI£/095% ~ 96% ~ 97% -
98% ~ 99% ~ 99.5%5799.9%—% > 165 rRNAFEF] «

[EE>KkTH22]

WHEKHIB2RI3RI6FE—IHZH® > HPZHAEFEKEFH
SEQ ID NO:5&/098% ~ 99% ~ 99.5%5(99.9%—% 7 16s rRNAFF%I| 2 H
EASEQ ID NO:52 165 rRNAFEHI -

[E5>K7H23]

WEHERHIE2 K13 EI6R{E—THZ HR » HPZWEEKRAE A AE
MRS K EAMEEE 2 16s rRNAFRY]IE/1095% ~ 96% ~ 97% ~ 98% ~
99% ~ 99.5%5799.9%—%( =" 16s rRNAJEF| o

[E5°KTH24]

% 4 HEEHPEHEA )
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WEEKIETB2 RIS EI6PE—IHZ AR > HopZdllE FEik A A B
AL-AR S5 RF IR F Al & Pk Z 16s rIRNAFE S £ 70 95% ~ 96% ~ 97% »
98% ~ 99% ~ 99.5%5499.9%—F 7 16s rRNAFFFI| -

[E5°k3H25]

WMEEKHIB2 R IBEIOPE—-HZ AR > HPZAEEKREAZE

BIAR SR IR AR - M ez (E RS o2 B B 1BS -
[55°k3H26]

WEEKIHTB2 RIS EI6PE—IHZ AR > H P ZdllE k2 = A

SRR EYE > I H#Z(E R w2 B B AI1BS -
A oKIH27]

MEERHI LB I3 L6 E—IHZ iR - AT ZARE
-y R R EYE - I H ez (E RS w2 B A 1BS -

[55°k3H28]

WEEKEIE2 RI3EI6FE—HZHE > AP ZE W HEDR

5
i
Gl
=
ot

F o

P

[:5k7E29]
MRS R 3E 6P (E—H fig » EPREamas =N
R [ AT 92 2 R S -

aH-KIH30]
R KIATER2 I3 B 16 E—THZ ik > H o sz & i R EEREZ -

AR oKIH31]
R KHTER2 I3 E—HZ ik > HpszdlmE R AER -

[55°k3H32]

%5 HEEHPHEAHE)
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MFERHEIT2R 13216 E—THZ ik HPZEEamEas
(a) [DEBERESE X E (Blautia hydrogenotrophica) ~ BEHETR 55
IR (B. stercoris) ~ BEM AR NE(B. faecis) ~ KL% R KB (B.
coccoides) ~ HEHZ -1 R R F (B. glucerasea) ~ FE#x-11 55 7 K & (B.
hansenii) ~ EE -G FFRE (B, luti) ~ LRE-MHRFRE(B. schinkii)s
BOTAL- 5 R E (B, wexlerae) W8 7 B — I E Ik » H P Z M EEH K
A K Ha/ COLB (L s ZBR B - B
(b) HEAEHISEQID NO:5%2/097%—E( 422168 rRNAF I 7 B —4H
R o
[5%55K7H33])
MFEKHIB2RI3EI6FE—THZ R - HEE
(a) TERMEMEERZ —87 2 &8 &85 F K E (Blautia
hydrogenotrophica) ~ BEHEFG 5545 K H(B. stercoris) ~ B {H %
FINE(B. faecis) ~ BRI FIIRE (B coccoides) ~ 1&E AL -
o R K& (B. glucerasea) ~ EHE-1i 75 FF IR E (B. hansenii) ~
BE-MGRRE (B, luti) ~ LEE-HGRFRE (B, schinkii)5
B HL- M5 R R B (B, wexlerae) FAE Z B IR » H P a% & Pk A i
Ho/CO 8L/ Z B B8 - B¢
(b)y {ERMEMERLERBZ —87 ZBAPSEQ ID NO:5£/197%—
M2 16S rIRNAFF -

-

+

El
BA;

[55°k3H34]
WER KB I3 E—HZ ik > Hpaz2Hlhemn -
FREEER)

WER KT I3 ET6 P E—IHZ ik > Ho ez 28 HEE -

% 6 HEFHPEHHEAHE)
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