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TLLIORL 2 bI—%2 T T N—T (BPWG)
Stenotrophomonas Ad Hoc WG Report

Stenotrophomonas maltophilia IZ%3 % ceftazidime ® MIC T LA J7RA4 > +ZBIBgTH M
ABIN: (RE: Br14, k30, 0, RF0)

Stenotrophomonas maltophilia |39 % minocycline ® MIC LA 2 &RA >k (S <1 ug/mL, 12
pug/mL, R 24 pug/mL) A%200mg q12h DI/REEICEIE KBS hi- (BE: B 14, k3t 0, FiE 0,
XRFE 0)

1) Stenotrophomonas maltophilia LA/ 92 HR4A4 > FOEE

> JROBERBRE CHICEERECARTLEZEICSVOVTHNRREEDHFREIEML
TW5,

> 2000 FEFTF 2 Stenotrophomonas maltophilia & Burkholderia cepacia W T LA I R4 >
b ERET HEENTHNT; 2004 FIZK 2B FEE & Z DD IEFZRMAEFHEE,2006 &£
BIRMEE ST,

> NEMMMEZFE LR ECHEIBREFERSMITTEB L ; ZB,PKPD OT—42I1%
FEAETED T,

2) Stenotrophomonas maltophilia LA 2 R4S > FDELY

CLSI EUCAST FDA
Category MIC (ug/mL) DD (mm}) MIC (ma/L) DD (mm) MIC (pg/mL) DD (mm)
Ticarcillin-clavulanate o} S =16/2,132/2- | — XX XX XX XX
642, R =128/2
Ceflazidime B 5=8116,R=32 | — XX XX 5=8,116,R=32 | -
Cefiderocol B 5=1 S5=15 S =0.001 mg/L "off | =220 mm XX K
scale" breakpoint corresponds
{IE). with MIC<2
Minocycline A S=4 18R=216 S=19, 11518, | XX XX XX XX
R =14
Levofloxacin A 5=2 S=17, 114-16, | XX XX XX XX
I 4 R=13
R=8
Trimethoprim- A 5 =2/38, R=4/T6 | S=16 5=0.001, | =2, S5=50 mm* XX XX
sulfamethoxazole 111-15 R=4 mg/L* 116-50
R =10 R<16 mm
Chloramphenicol C S=B 116, R=32 | — KX KX p44 KX

#Breakpoints are based on PK/PD properties, MIC distributions, and limited clinical data. *Reading guide provided
trimethoprim component only. MICs <2 as intermediate, which requires the use of a higher dosing regimen, 240 mg
(timethoprim component) intfravenously every 12 hours

3) Stenotrophomonas maltophilia ceftazidime MIC LA KRS > FDER
> 1993 & : Xanthomonas maltophilia & Stenotrophomonas maltophilia IZE & ZE R
> 2007 £ : FDA ¥4 kT ceftazidime DEZERIZBET 2 1EHREZVWO TESR

> 2020 £ : ceftazidime »¥ STIC HIBRIZE#T ; 527 FL X TR ARE

https://www.fda.gov/drugs/development-resources/antibacterial-susceptibility-test-

interpretive-criteria

> ceftazidime A FDA IZEBIN 5 ETOERKAER T S. maltophilia TH>T=hE 5 D IEFHA
Th DN, &KX 16 #%D Pseudomonas BEMN S ENTL-ATREELH S

> FUIFILORBRZHRBOBRELEDRILEZRAT 2T —EMNGELVT IV ERTELLY,

> S. maltophilia DTFEA D =X L (L1275 E) ICET 2RFOMRIE, 240 STIC £5%31 9

BHFICHEARAFEN TGN ST,

> ERIRSMIAEBROBEIRMIZ reference methods ©HIRD & X T L TRIEN H




Ceftazidime: Low AST Reproducibility

. Lab1(n=48) | Lab2(n=119) Lab 3(n =20)*
Replicate Agreement BMD AD BMD
Absolute 54% 40% 25%
1 Dilution 29% 42% 55%
2 Dilutions 8% 16% 20%
3 or more Dilutions 8% 2% 0%
Absolute + 1 Dilution 83% 82% 80%
*BMD performed in triplicate —recorded the mode Lab 4 (n=109)
* Some were retested due to discrepancies or QC failures — * Duplicate BMDs
mode recorded * the STDEV of log2-transformed MICs were:
* May be biased towards more difficult isolates * Ceftazidime 0.06 (i.e., 1.04 dilutions)

AD: Agar Dilution
BMD: Broth microdilution

Comparison of commercial methods to BMD Ceftazidime

Breakpoint s R

Current CLSI <8 16 232
PK/PD <4 8 >8

Current CLSI breakpoint

L Y S Y N L N T N T

Vitek 2 55/108 (50.9%) 73/108 (67.6%) 19/43 (44.2%) 0/54 (0%) 16/108 (14.8%)
MicroScan 83/108 (76.9%) 75/108 (69.4%) 4/43 (9.3%) 7/54 (13%) 22/108 (20.4%)
Phoenix 72/107 (67.3%) 76/107 (71%) 7/43 (16.3%) 11/53 (20.8%) 13/107 (12.1%)

PK/PD breakpoint

B e Y S R

Vitek 2 79/109 (72 5%) 23/55 (41.8%) 0/40 (0%) 21/109 (19.3%)
MicroScan ND 78/108 (72.2%) 6/54 (11.1%) 8/40 (20%) 16/108 (14.8%)
Phoenix ND 67/107 (62.6%) 9/54 (16.7%) 8/39 (20.5%) 23/107 (21.5%)

Khan A, Arias CA, Abbott A, Dien Bard J, Bhatti MM, Humphries RM. Evaluation of the Vitek 2, Phoenix, and MicroScan for Antimicrobial Susceptibility Testing of
Stenotrophomonas maltophilia. J Clin Microbiol. 2021 Aug 18;59(9):e0065421. doi: 10.1128/JCM.00654-21. Epub 2021 Aug 18. PMID: 34011524; PMCID: PMC8373028.

L1 8EWERRL2B-5 9 3 X—C X EXNITNTORIBRBICFEET HEEZI AT
o

EHIRE %I ceftazidime O MIC A LR T BHHAKL TORBUERNH S
RAEDTLAIRA Y FELHFEROATEREIL TS

PKIPD T—A2 & LTHRX 3B T7IARSY M1 %#5EHE L 1= ; Garrison et al. AAC 1996,
Zelenitsky et al. DMID 2005, Chen et al. AAC 2019, ASM Microbe 2019 7 7R 54 +
BEERRET— 2 BEE L L T,S. maltophilia 1213 % ceftazidime LLDIEERENDEREL
LB EABR L7 < MIC ERIDERRRIERICDOVWTIX, R EIN TS T— 2 MDA, F, R
BOBREPHEMNAZHEDLL ceftazidime BEITOARBHAEII LIZGIIER A TLVS,
BAERPOMERBENBESN T D, BREBZUEMNELT LHHEBELAEL



4) Stenotrophomonas maltophilia minocycline MIC LA 2 RA4 > FrDER

> WEVRBEOT—IHBE; ERRZURBROBEREIIHFRGEHE TH 1z REDITLA IR
A MIEDILLEFEETOREMIRBREICHESINDS, RO S X T LOERFREGE
T ITLAIRSA Y FOEBRIHIBRENZDHZENH D,

> PKIPD T—42 & ; 2 KORmXHEHE S iz, Fratonietal : i B A< D X KERERRE 2
FEETILE Weietal: EvTAHILE-Zalb—2ay

> BRERBET—98E, L bOARY T4 ILGBET -3 THRRBRDODODEM/RD L 1B
HEMETH o= EDHIEILH o 1=5%,minocycline & TMP/SMX DEEREI A AR AR EIXR
TH-o1=

> minocycline ® MIC {EZ A& & DBEETHRET L=H 53 TIEL,MIC {EAY 4 mg/L TERERRIZE
BERBHINZEI ST,

<1 2 >4
200 mg Q12H 200 mg Q12H -
PTA stasis PTA stasis PTA Stasis
>90% ~F0% <20%
~85-90% ~8% isolates ~2% isolates
isolates

ceftriaxone/Staphylococcus aureus (MSSA) MIC T LA J R4 > b DB
MSSA (2319 % ceftriaxone DIREIZDIVT, TBE(X 2g q12h DREEIZE T LDarV %
BT A EMARBEIN (RE: B 13, =xt 0, EHE 0, RFE0)
MSSA IZxt9 % ceftriaxone DT LA VRA U bDERETARAAYL I VDOAR

L e

CLSI (pre-June 2012) <8 16-32 264
FDA (pre-2013-2015?) <4 8 216 Basedon 2 g IV q12-24h

> ceftriaxone ® PD 7O 7 7 A JLOFBFHEICEIEFDA T LA VKA > bZEBIETIF1z.MIC
8mcg/mL T MSSA (2% L T 90%LL ED PTA ZZERTEHM o1,

> S<4ug/mL — 29 & 24 BEAMNTTRBERE

S<2ug/mL — 1g % 24 BRI TEERS

> FEAEDB-TVALFRE BLBLLEBEASLIVIERZEOELTI7ARKRY U, AILNRRL) O
T LA RA D MEIELA, oxacillin / cefoxitin M SHEE SN 5,

> ERREGHR BREIMAEBULGRSENORZEAT N EHIENS,

(13) Oxacillin (or cefoxitin) results can be applied to the other penicillinase-stable penicillins (cloxacillin, dicloxacillin, methicillin, and

nafcillin). For agents with establlshed C 1mcal efﬁcacy and consmlennd site of lnfectlon]and kppropnate dosing, ]methlal in (oxacillin)-
susceptible staphylococci can be phible to:

A\

» B-lactam combination agents (amoxicillin-clavulanate, ampicillin-sulbactam, piperacillin-tazobactam)
«» Oral cephems (cefaclor, cefdinir, cephalexin, cefpodoxime, cefprozil, cefuroxime, loracarbef)

« Parenteral cephems including cephalosporins 1,0, and IV (cefamandole, cefazolin, cefepime, cefmetazole, cefonicid, cefoperazone,
cefotaxime, cefotetan, ceftizoxime, ceftriaxone, cefuroxime, ceftaroline, moxalactam)

= Carbapenems (doripenem, ertapenem, imipenem, meropenem)




> IDSA HEBBHBXHA K54 > : MSSA ceftriaxone 2g # 1 B 1 Bl mEE T T 5,

> IDSA AIBAEREEEHN A4 K54 > : MSSA ceftriaxone 1~2g % 1 B 1 BE&AFKRS -
ceftriaxone DEFIERICEAT 520 oY RIEBLNTULVEL, /ARILTIE, ceftriaxone
DERZEZEFTHEOHIEHPROENL FARRY T4 JHRAR— b T—428H5C
LERHE LTS,

> IDSA T REREBMEMEMAE A K54 > : ceftriaxone 1~2g9 #EA REERES

> IDSAEBTFOUHREENEAA K54 UHl{EHh

>  Oxacillin MIC <0.25, 0.5, 1, 2 ug/mL MIH A, ceftriaxone MIC >8 ug/mL QHEEIZZTI T
1.6%, 3.9%, 17.5%, 48.7%IZ7%% %

»  Oxacillin MIC <0.5 pg/mL— >2g/H

> Oxacillin MIC A 1 F1=[& 2 pg/mL—2g q12h

> MSSA [Zxt9 % ceftriaxone MIC : MICg (4 ug/mL), ECV (8 pg/mL)

> FDA & MSSA IZxt LT 2~4g/BE#H#EL TS (2011 & PD QA #TIZ& D<), MSSA

(2 ceftriaxone #ELERKRAM FS5 A4V EF—

> MIC LAY RA2 % dmeg/mL E{RE (LLETD FDA) : +57% PTA 247 5 F= I E
WAEF2gq12h (3Z5< 1829 THD

> BRT—2DOEEFBHTRLNTLSA,1 H2g DESHAZL

> EUCAST TIEEHA=E (2gx12h) ##ELTHY BE FEERLEICOHMERTHED
FREEMT 5AmTHES

Tedizolid (x93 S. aureus DRERIZEL DT 4 R GBEED T LS HIRA Vb
S. aureus DEFIRZAWNET 4 RVBEED I LA HYERAL 2+ ; S 219 mm, | 16~18 mm, R 15
mm BNERBIhiz- BE: /13, k30, EH¥O0, REO0)

) . Error rates
Disk breakpoints
Range MNumber Very major (%) Major (%) Minor (%)
21Tmm (SH<13mm (R) =142 576 0 MA 3(0.52)
I+1 to -1 7,164 70 (0.98) 55(0.77) 2,700 (37.69)
=l-2 6,624 MIA 1(0.02) 29(0.44)
Total 14,364 70 (0.49) 56 (0.39) 2732(19.02)
218mm (Sy<1d4mm (R) =21+2 576 0 MiA i}
I+1 1o -1 7,164 29 {0.4) 156 (2.18) 2,635 (36.78)
=l-2 6,624 MIA 1{0.02) 094 (142)
Total 14,364 29(0.2) 157 (1.09) 2,728 (19.0)
219mm (S¥=15mm (R} =1+2 576 0 A 0
BPWG and Raod I+1 to -1 7,164 7(0.1) 289 (4.03) 2,771 (38.68)
o =l-2 6,624 Mi& 1{0.02) 217 (3.28)
R Total 14,364 7 (0.05) 290 (2.02) 2,988 (20.8)
220mm (S¥=16mm (R) =z=l+2 576 o A 0
- \ 28 (4356
EUCAST I+1 to -1 7,164 0 461 (6.43) 3,128 (43.68)
=2 6,624 Ly 30(0.45) 4B6 (7.34)

Total 14,354 0 491 (3.42) 3,614 (25.16)
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Tedizolid (MAST and Liofilchem) (Reflected) (mm)

Linezolid IZ¥19° % S. aureus DRFANICK DT« RO BEED I LA IRAL 2+
S. aureus DRHNXEZRAWNE=T 4 ROBEED T LA HRA 2+ ; S 226 mm, | 23~25 mm, R 22
mm AREIhf (BFE: Bk 10, &3t 3, FEE1, RE0)

Re3om | 2 n 2 2 7 2 1 i i
H i
Rl 32 2 01 1 2 7 4 4 | !
Rel 16 | 1 1 1 12 3 9 5 12 7 1 23 slyg 3 1 MIC fanga  |Number Very major (%)  Major (%) Minor (%)
I = e S| 1.5 4 B 6 10 13 20 25 45 45,39 41 3,:M_ 9 4 & 31 ___ 2Rt 165 318 NiA 16(.7)
1 ]
S I T S S SR me  42(108) 0i0.0) 125 (31.7)
51 2 112 3 5.2 35 106 103 38 22 13 5 1 A 1002 10021
1 1 P / 1 \
521 ! I L A = & =1
53 05 i i Total M2 £5(4.3) 1i0.1) 151 (14.5)
§ 7T 8 % M 11 12 135 4 15 16 7 16 19 20 21 [z 3 M 5 H® ¥ 2B 3 WM M 2 B
Linezold (0] (reflected) (mm)
R+3 232 | 3 z 2 7 I ! !
H |
Re2 32 z 11 2 71 4 ! ! - - -
Ret 16 | 1 1 1 508 6 12 7 oMoz o8 8l4 o3 ozl MC range |Mumber Very major (%) Major (%) Minar (%)
Ro_s |3 A 1.5 4 8 & _10 13 20 25 45 45 Mle 33| 219 4 4 3 D] 2R 185 106 Ni& 2454)
S 2 i 404 4 i 9 3 3 5 4 1 SR 34 21 (5.3) 2(0.5) 109 (27.7)
51 2 5 108 3 . .
R e e L PEER T (08 33(EE)
21 1 3.1 2 W W T 3 1
53 05 ! ! Total 1042 22(21) 5(0.5) 151 (14.5)
3 & 8 10 11 12 13 18 15 16 17 18 18 20 2 22 |23 4 25 12 ¥ 28 2 3 M L |
Linezolid (30 (refiected) {mm)
1 1
Re3 232 | 3 4 2 2 7 21 ! ! BPWG
Re2 32 2 1 1 2 7 4 4 ! [ dati
Rel 16 | 1 1 1 12 3 9 6 12 W om s 3 alg p 41 FECOMMen AtiON wcrangs [wumber verymajor(%) majory  inor )
R B |3 _ 1 ____ 1.5 ___A 4_8_ 6 _10_13_ 20 25 45 &5 3 4113 A 9,4 4 3 1 ______ 21 18 oom NA 8(3.8)
1 1
E 2 414 &4 08185 5 5 4 1 SR 354 1220 6(1.5) 82 (20.8)
51 12 31§ 22 350105 103 3 2 13 5 1
N H H =54 a3 MiA B{1.2) 75 (15.5)
=21 ! 3 1W1® 0 %6 X 7T 3
53 05 | | Totat 12 12(12) 12{1.2) 163 (158)
) 8 9 w 11 122 13 14 15 18 17 18 19 20 2 2 25 PA 5 26 I’Z_ - T TR B 1 I = < ]

Linezoid S0 (refiected) {mm)

Tedizolid [Z%13" % B —hemolytic Streptococcus DEFRIZK DT 1« AVTHEED T LA IRL 2 b
BBIESKREDRANERWNET 1 RVMLBEEO T LA VRL 2 b ; S215mm REBEhiz (&
R:HERE13, RX 0, FHEO, XE1)

R+1 =1
= R 1
= ] 0
E 0.5
=
g 5 0.25 B 18 45 &80 &7 51 21 1 2
5
= |32 0.12 3 8 1 21 N 13 5
-3 =0.06
[ 7 ] g 0 n 12 13 #4115 16 17 18 19 20 2 2B M NH
Tedizolid MAST and Liofilchem [reflected) (mm)
T:i:mge Elumher ‘;erymajnr (%) ::orf%} Il';innr{%} Motion: S: 215 mm
SR 0 0 0 0 * Passed: 8 Yes, 0 No, 1
=5-1 433 NI& 0 0 =
Abstain, 2 Absent
Total 433 0 0 0




Tedizolid [Z%}9"% Streptococcus anginosus group DRFRIZE DT 4 RVEHRBEED T LA HRA
vk
S. anginosus group D RFANXZR V=T 4 AVIEBED T LA VRL U+ ; S218mm BNEBEIhi=
(&K : 514, kX0, EHE0, RE0)

R+1 =0
oy A O IS
ES 0.2 1 35 6 16 24 19 16 6
ESI 0.1 2 2 7 16 25 13 12 2 1 1
éS-E 0.0 3 6 3 35 2
=3 0o 2 4 11
54 =0
6 7 8 9 10 1M 12 13 14 15 16 17|18 19 20 21 22 23 24 25 26 27 268 29 30 31 32 33
Tedizolid Mast and Liofilchem (reflected) (mm)
MIC range Number Very major (%) Major (%) Minor (%)
=R+1 0 0 MA 0
S+R % 0 0 443 - Motion: S: 218 mm
=51 108 NIA 0 0 .
— i ; . ) * Passed: 8 Yes, 0 No, 1

* Match EUCAST breakpoints; tedizolid only for Abstain, 2 Absent

S. anginosus among viridans group
streptococci

Aztreonam H XU ceftazidime-avibactam DT « X - 7' A X & %(Disk Broth Elution)

% 3 |Z Enterobacterales $ XU Stenotrophomonas |Z%3 % aztreonam kU ceftazidime-
avibactam T4 R JARBHZEZFEMT S ENRBII RE: B 11, Ryt 1, 2, RE
0)

Phase of Study Antimicrobial Agent | % Categorical % Major Errors (N) % Very Major Errors
Phase 1 ATM 97.1% (170/175) 6.7% (3/45) 1.5% (2/132)
CZA 97.1% (170/175) 1.9% (2/105) 4.2% (3/72)
ATM-CZA 08.3% (172/175) 1.8% (3/169) 0%
Phase 2 ATM 100% (147/147) 0% 0%
CZA 98.0% (144/147) 10% (1/10) 1.5% (2/137)
ATM-CZA 07.9% (144/147) 2.4% (3/125) 0%
Overall —Phase 1 & 2 ATM 98.4% (317/322) 5.5% (3/55) 0.7% (2/269)
combined CzA 97.5% (314/322) 2.6% (3/115) 2.4% (5/209)
ATM-CZA 98.1% (316/322) 2.0% (6/294) 0%



Escherichia coli AR0348

EET I I R R
ATM Disks B o B 0] B 0] B 0 B o B

ATM Result

o
H B B H H B B H H B B H
+

+ + + + + + + + + + +

s s s s NS S s NS NS NS NS NS

O: Oxoid; B: Becton Dickinson (BD); H: Hardy Diagnostics

Quality Control 7—% 2545 )L—7F

E. coli ATCC 25922 (0.06-0.25 ug/mL) , E. coli NCTC 13846 (1-4 ug/mL) , P. aeruginosa ATCC
27853 (0.12-0.5 ug/mL) M SPR206 QC L > U ZARE L= (I&E : B 12, =x*xt 0, EHE2, RE
0)

Drug: SFR206 Abbreviation (Glossary 1l & m): Previous ID: SPR01206, CA1263
No approved abbreviations.

Solvent (Table 6A): sterile distilled water Diluent (Table 6A): sterile Preparation(Table 6C combination agents): N/A
distilled water

Route of administration (Glossary I1): IV Class (Glossary | & lI): Subclass (Glossary | & I1): Palymyxin
Lipopeptide

Study Report by: JMI Laboratories (18-SPT-03) Pharma Co: Spero Therapeutics | Control Drugs: Colistin and Polymyxin B

Additional + Tier 1 Impact Assessment (stability. inoculum, reading. incubation time, cations, zine, surfactants, etc):
Information + Invirro effect studies completed by Micromyx. Stability study completed on the drug powder.

(m23 * Equivalency of agar dilution to broth dilution: No.

requirements) | = ISO/TS 16782 assessment of Tier 2 study materials: All 3 CAMHB media lots met ISO/TS 16782:2016 criteria.
Footnotes: + Recommendations for Troubleshooting Guide (Table 4D Disk or 5G MIC): Additional footnotes needed. No.
Discussion Colistin and Polymyxin B used as controls.

>05% in range with E. coli ATCC 25922 and E. coli ATCC 13846. This provides evidence that materials and testing process

was in control per M23.
Only 93.8% in range with Colistin and 92.2% in range with Polymyxin B with P, aeruginosa ATCC 27853. Add to Tier 3

list for reassessment

QC Strain Range % In Mode | Dil |Shoulder| Media |LabMode| M23 Range Comiments
Moaode Range Finder
E. coli 0.06 - 95.9 |0.12 3 <30% |3@0.12 |8@0.12 | 0.06- 0.06-
ATCC 25922 0.25 0.25 0.25
(3) (3)
E. coli 1-4 99.6 |2 3 >30% | 3@2 s@2 1-4 1-4
NCTC 13846 (3) (3)
(mer-1)
P. geruginosa | 0.12-0.5 [ 99.6 | 0.25 3 <30% |3@0.25 |8@0.25 |0.12-0.5 |0.12-0.5
ATCC 27853 (3) (3)

E. coli ATCC 25922 (1-4 ug/mL) @ PolymyxinBQC LU #EBE L= (BE : B 14, kR0, &
¥2, REO0



QC Strain Range % In | Mode | Dil |Shoulder| Media |LabMode| M23 Range Comments
Mode Range Finder

E. coli 0.25-2 99.2 |05 4 56.7% | 1@0.25 |8@0.5 Current CLSI range
ATCC 25922 @0.25 | 2@0.5 Mode at low end of range
E. coli 1-4 100 2 3 <30% | 3@2 8@2 No current range.
NCTC 13846 Proposed new range.
P. aeruginosa | 0.5-2 922 |1 3 70.2% | 1@0.5 1@0.5 Current CLSI range
ATCC 27853 @0.3 2@1 1@0.5.1 <05% in range.

@1 Mode at low end of range.

Reassess in future with Tier 3

REID AST = —F 4 45

Z[E @ CLSI (Clinical and Laboratory Standards Institute) AST (Antimicrobial Susceptibility Test)
ST UJI% 2023%F 6 A3 A~6 HIZ, RKESX—UMEY MLARATHESIADZENHRES
nit-,

(XE : KiEX)



