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Abstract: Shikimic acid (SA) is an important natural compound with many biological activities,
including antiviral, antithrombotic, analgesic, antimicrobial, and anti-cancer properties. Due to its
diverse applications in medicine, cosmetics, food, and agriculture, SA is considered a highly
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promising biomolecule. As a precursor of aromatic compounds, SA plays a crucial role in various
metabolic pathways within organisms. Traditional methods for producing SA mainly rely on plant
extraction (such as star anise) or chemical synthesis. However, these approaches face challenges
such a high costs, low efficiency, and environmental concerns. With the ongoing advancements in
synthetic biology and metabolic engineering, the production of SA through metabolic engineering
has emerged as a focal point of research, offering a more sustainable and cost-effective alternative.
This paper reviews the applications and production methods of SA, with a particular emphasis on
recent progress and optimization strategies in its biosynthesis.
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Figure 1 Molecular structure of shikimic acid.
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Figure 2 Application of shikimic acid.
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Figure 3  Synthesis of oseltamivir from shikimic acid. r.t.: Room temperature.
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Figure 4 Shikimic acid production and synthesis method.
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Table 1 Determination of shikimic acid in different plant samples by LC-UV*!

Y FERIIR & B 2 FERR
Plant Tissue with highest SA SA content (%)
Ulicium religiosum Fruit 24.05
Lllicium pachyphyllum Fruit 16.21
Terminalia arjuna Fruit 15.64
Pistacia lentiscus Whole plant 13.28

Ribes aureum Whole plant 12.68
Symphytum officinalis Leaves 12.53
Actaea pachypoda Whole plant 12.21
Alangium salvifollium Root 11.77
Gingko biloba Leaves 9.79
Viratum viride Leaves 9.21
Dipsacus laciniatus Leaves 8.57
Agastache urticifolia Whole plant 8.40

Inula helenium Leaves 8.35
Hypericum spp. Whole plant 8.12
Commelina bengalensis Stem 7.33
Gymnema sylvestris Leaves 6.79

(#4)
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(=)

izk7)] FERR & A 2 FERR & i
Plant Tissue with highest SA SA content (%)
Terminalia chebula Fruit 5.94
Hlicium floridanum Leaves 5.69
Hemidesmus indicus Root 5.42
Cistus incanus Whole plant 5.39
Sida acuta Whole plant 4.46
Celastrus paniculata Leaves 4.14
Glycosmis muricata Root 4.11
Tanacetum parthenium Leaves & flowers 3.74
Triticum aestivum Leaves 3.57
Hypericum dolabriforme Whole plant 345
Dipsacus pilosus Leaves 3.29
Triadenum walteri Whole plant 3.27
Hypericum flondosum Whole plant 3.26
Terminalia pallida Leaves 3.06
Hemidesmus indicus Whole plant 2.83
Epilobium angustifolium Whole plant 2.63
Ribes cerenum Whole plant 2.23
Melisa officinalis Leaves 1.75
Pueraria lobata (Kudzu) Root 1.59
Myrtus communis Whole plant 1.37
Tanecetum vulgare Whole plant 1.21
Vaccinium ovatum Leaves 1.19
Evolvulus alsinoides Whole plant 1.01
Ledum glandulosum Flowers 0.96
Primual veris Flowers 0.87
Dipsacus asperoides Rhizome 0.70
Xerophyllum tenax Whole plant 0.67
Stevia rebaudiana Leaves 0.66
Arbutus unedo Whole plant 0.59
Strychnos nux vomica Leaves 0.55
Alangium salvifollium Leaves 0.55
Bacopa monnieri Whole plant 0.46
Matricaria recutita-chamomilla Flowers 0.38
Hibiscus sabdariffa Flowers 0.30
Rudbeckia lanciniata Root 0.27
Nepeta caterica Leaves & young parts 0.25
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Figure 5  Shikimic acid pathway. PTS: Phosphotransferase system; G6P: Glucose-6-phosphate; PEP:
Phosphoenolpyruvate; PPP: Pentose phosphate pathway; PYR: Pyruvate; TCA cycle: Tricarboxylic acid cycle;
E4P: Erythrose 4-phosphate; DAHP: 3-deoxy-D-arabino-heptulosonic acid 7-phosphate; DHQ: 3-dehydroquinate
acid; DHS: 3-dehydroshikimate acid; SA: Shikimic acid; S3P: Shikimate-3phosphate; EPSP: 5-enolpyruvylshikimate-
3-phosphate; CHA: Chorismate acid; QA: Quinic acid; GA: Gallic acid; PCA: Protocatechuate; Phe: Phenylalanine;
Tyr: Tyrosine; Trp: Tryptophan; Glk: Glucokinase; PykA/F: Pyruvate kinase; PpsA: Phosphoenolpyruvate
synthase; AroH/AroF/AroG: 3-deoxy-D-arabinoheptanoate heptaphosphate synthase; AroB: 3-dehydroquinate
synthase; AroD: 3-dehydroquinate dehydratase; AroE: Shikimate dehydrogenase; AroK/AroL: Shikimate kinase;
YdiB: Quinate/shikimate dehydrogenase; QsuB: 3-dehydroshikimate dehydratase; qsuD: Quinic acid/shikimate
dehydrogenase; AroA: 5-enolpyruvylshikimate-3-phosphate synthase; AroC: Chorismate synthase.
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e A BT, 5 TR BT IR B ] T 5 L
AR b A9 sk, SR s A i X
i FAM AN, o EEE R n]
RE -5 S0 M B8 T B0 S0 N R R
A PR 5 30 R 1y R R RA R R R, 4
H AR MK, 6T A 4 i B 51 H A
SRS EP Qi

TER AT B 36 2 AR A TR A AN e TR A 2
L S B B R G (PTS) SE i, 45 PTS
HA i w bz ae )y, A5 DAHP &
JIGHE B 4 0 D A W R A R BRI RR (PEP) RO L
PTS {14 ) B8 TR e ok 5 44 ) 2 0 15 A 200 i
JOT . O o 2 W AR TV T2 SN T e PO 5 1100 7 2
Wir-6-WEmRT, LR UL, 2% 1 mol HAIMES
H#E 1 mol PEP, ICKESZMR PEP 504G al H AR
W R R 2B AT . TR PEP
DL s e se A = i = i, fdi IR PTS Bibk
fUFF PTS LUSSH PEP MOHLN., — B MRS

A 25 ) .

PR AL B AR S (PTS) i SR AL I PTS”
BRIAR . Yi S ORIE T KB T B R R A A i
FR G0 ] Tl R A e X AT R PR AR HH 3R s, AR
KIR KW TR R 5% 7% il R e e AT A ag W e i
I, 48 h N5 AL 3- AR HEIR 49 g/L, BJ7 =%
(BEIRGIE0 N 33%; i1 - IR IR 1012 3l & T
L TR 1 6 A PR T R SR, 48 h A AR 3-T A
FEHR 60 g/L, K7 R(EIRITEON 41%; it
FIA KR KT o~ FL W0 & (R galP i)
AT A A PG 2 T5 25 60 h A BE & A 3-Mi &l 75
2 60 g/L, SR (EEIRSTEON 43%., X i HH il
ARG W B A M R GRS, JFEIA
>k A iz 8 & B2 U (Zymomonas mobilis) W) ] %
WEAC HE R S8 (H gl 55 P 2 i) R0 ) 26 00 U3t (P
glke LR %) T LI = PEP AOHLN

AN, W T4ne Ny B4P 595 gD, Ak
T PEP, HULHET E4P B9 & b2 oo i i 2L 0K
W o B R i zwf HE IR the A HE DR B 2R 1k i DA
H 5 6] 75 AR -6- B TR I S I8 (glucose-6-phosphate
dehydrogenase, G6PD) Fl %% il i i 1 (transketolase
I, TktA DASFRR TG, o7 AR S 2E R 5 U
E4P fov] FVE; [RREHL, fdi pykd FIl pykF gt
A4 T TR PR 38 ¥ (pyruvate kinase isozyme, Pyk) R
G, B BN Th i i) ppsA Hk PR A B R
Ak PEP HIWE MR R IR G A . SR,
Garrido-Pertierra Z5\WF 52 KW, pykF A3 14
KT pykA; al Zaid Siddiquee 2575 1T BiFE: pykF
FEP AR T R AT 1 b S R AR [m] PEP 19 5% 4k
b=

2B R AT 1 (Corynebacterium glutamicum)
JE— R HA B RS R A AEY, seg R
ZMIEY G R E YT XY R
T PR A LA Ml A W e AL RN G B2 W Ak~
TR Tz g AR RN, Kogure 25724 43
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BRI A 2 IR I K T — R B A 4R
A KA A RN, AR PTS KIE b 1 AE
PTS W#k, RN EMNEERzEN
(inositol transporter, IolT 1) A 25 A, DA%
BEMIERL, 48 h ISR 141 g/L ZFHR, =R N
51%, IXIEACA A IERIE A=) T AR R TS 2 Y
T IR

3- Wi A FF R ZE IR G I RTIA Y BT, 7E
aroE ML N A HiZE 5R . Choi S lk 1%t
KA FF R X DHS FR 27 AR 40 T 52 i 1) FE 1A
g A R K PR e Sk R T I (tyrosine-
dependent transcriptional regulator, TyrR) . WM&
fit =0 7 1 BiR W R %% % [ (phosphotransferase
System glucose-specific transporter, PtsG) I A i
MR B (Pyk); AN, B RIK TS5 3- AT
FIRA YA I, A 3- A S JE R A
(AroB). 3-liEZEJE /K (AroD) . MR
= T4 2 A5 B I (PpsA) . D-2F FLAH 7% 12 26 11
(galactose transporter protein, GalP)Fll 3-Jji 48 -D-F
FIAR - B R 12 - 7- W 2 & WU (AroG, AroF), LA
S8 o] 25 W A WSORT e (R A Rl L FEDR AL RS R
S R KR 3-SR R R
MRk, 767 LMt A4 1 117 g/L
1) 3-EFERLIR, A B TIR2e G NI i .
322 BUEEHRIEEEM

PRAAZ O PR 3R T8 I 5% i A 00 38 2% il
B OCEE T B, X AR AL T A 7 i
EXEEM, fEFEEBREY S R R,
ARG P A 7 R A S, R S B g 1Y) S
PRIRA EIRECT PR RE A% B2 I 2E RR I 7 5
PR TR R s 75 A i ELAAR A ) g A R e i
R R kYRS &t E e (L = RN =
TEFE RLIR i 42 th M BR BR 2K B DAHP 45 g 19 5 15
PP — I N, AT LU 5 | AN R
S aroF™ 8% aroG™", 83 Xt 43 ) 4 i 2

P4 actamicro@im.ac.cn, 7% 010-64807516

FR AR T AN 11 AL aroK Al aroL EAT AT BY,
BRI R . [, Wrl RG] AZE R
W K ) aroB. aroD Fl aroE 3% 3 #Z 03,
R — e fbizas o7,

Escalante 25" ] aroK F1 aroL P X4
{5 A8 DR M FF T LA 2 O IS W) R AT o L B R
ZERIFEMRA R EIAR T 7 /L, Liu 7
IR, TEAL B ZF AT 1R (Bacillus subtilis)H,
IR ARFE N TP Y aroD X3 5% BLIRFR B 5200
A RE, B R IR R A arod 1 aroD
AT R e A Ik 3.2 @/L, BB A HE BRI
1%, Ghosh SFMF5E T —Fh 28 5ok Wit (1 B R 2
TFT & (Bacillus megaterium) & £ , 1% # #k# 1oF
i 53% G D 2 e PR TR T P aro K R BHLIBT 25 R TR
0 i 07 A G AR 06 U A, AT SR T TR) R
HEEAR I T aroK FEHRIEARAR, TEREIE:
FRIR T, RN IE R R T
2.98 ¢/L, ZINEPA R RR(0.53 g/ 6 1755 7E
10 L B9 A= SO i vh it — 2B R GE 1R S8R Y
AR BE R FFRIR I 5, S5 2R BoRIF R
TR 6 g/L, MATE ARG R 1245, X
T, R aroK BEINBEWS 10 35 4R T 95 RER Y
. [FREAYLSFE Chen ZBG o th /g8 T
BOAE, fbAiTim g X RNA THEFIER e, fd
— BRI HLR A R AT B Ak DHPYA-T7 A i1y
aroK K& X 0% % 5 % W Bk [6] i) M BR T aroL .
pisHlerr #1 ydiB B, Il RKiIK T tked. glk.
aroE f aroB F: N . aroK K I @t K J5
DHPYAAS-T7 SA WFR R BN T 2.69 1&, X
S RNA T#iJ5 DHPYAS-T7 SA YR B8 fin T
1.29 15 1E 10 L kKB, Witk DHPYAAS-T7 i
(1) SA FLE NS 1.85 ¢/L, Kk DHPYAS-
T7 T 1.5 5%, Lee 5L T —Fp 3
RO, BTEIPRIE R IR P Wbk, Mt
7 76 A R E R A A, R
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FFE SK4/rpsM AR, 38 33 A K o BeAkasi i 26
IR AL S, T T aroK FER R
TEZHRT, aroL F1 aroK K:PABEMIG:, [
i | aroB. aroG. ppsA Fl thtd FE R 1) F ik,
SK4/rpsM 11 119 7 B fig 2 A & J& SK4/pLac 119
1.28 f%; BLAh, ZM BT RIGAT R PR T
— AN IE R R A IR, G5 A T ARAREY
{14 J56 S 45 2 TR /K Tt R 21 O T G S 11 R 58
2% J 2 B 2 AR K B B A P 1 ) aroK FEH
SK5/pSK6 7 iR Rk F] 533 g/L,
FE.

SR T T TR AT B SQH021 H
ZEHIR AR IR AH O ppsA . thtd T tald
LR, FPRE X S LN ) ppsA-talA BRERIE R 43
W5 ARE F IR 3R pBV220 Al pAP*, FHEET
ZAHEMATN; FERR ARSI, R A
ppsA. thtA F tald TR B R AAF R SQHO21
FERIIR M A F] 1,52, 1.05 Al 1.14 g/L, HIGE
e LR SRR IR B IE N 3K, ppsd . thtd |
talA FED AB T B8 RS Y947 BT kg g s A RAT
W pAPTA fYFEAN [ 51 AZE IR T i il G s il
S arod, ¥ L KIAFF IR pAPTAA, %5
IR AR I HR IR A 1 SRR g R R 1 Rl
W1 NRE, AroA RIS (GRS AR 1.9 %,
R R RE N B, KIBATH
pPAPTAA WM A BR T H EMRM ERF R
1.01 g/L, H#IZMEEALER 20%.

323 BHEFEMOIIRR

FE R AR R Y i AR IE A A
R TRA, P Ak P9 TR 8 45 I BH I HL R i AR gt i
FEC R A IR RER I 1 SR o X Ry vk
b PR I, Al 2 AR Y B A B AR
P, IR SR TH 2R LR 1Y A USSR 5 7 i
PRI, g S T Tt 2 3% ) T B R oy 12
P RS IR B B 2 — . Lee MU TR

1 FE R R — AR g 2E SR -3-WE IR, 1E Choi
S BI R I FT I Inhal03 BERRELAN L, BIIR
T YA ZE E R IMER Y aroK A1 aroL FEIK,  NIHE
#H T KW #F &% Inha 224 B £k (AaroK . AaroL .
AtyrR . AptsG. ApykA Rl Ashid, It £iK T
aroB. aroD. aroG. aroF. ppsA. aroE. galP
Hl thtd), 5B RZFERILER T2 101 g/L 193§
W2 . Chandran Z:BY7E K I #T & SP1.1 pts/
pSC6.090B HH g T & A aroF™ . thtd M aroE
SR RL, OoAe TRERBOR S, JF I T ZE
TR T WA, RATER R PR T
84 g/L WZFHIIR . SR, (EAHEERE, REH
Wi oy f A AR A B TR T SR R e, H
XA R R BT T 05 A R LR 1 i, T RE
SRR SRR R Z B A, R
SUREFFHRG . I, e T bR & I e b s 2
WS AN 2 A R PR, Gy A i AR R
DASEREAR AR A IE# AR RS AR Sk hnA:
PEIAS, B AT RERT CHE IR AroG 7 AR RABH
1%, Martinez 5517 R F @A AR W0 1 7E &
A B IR HE TP B R O 3 R v ) R T TR AR
PO A SR R AE X Rh 7 VA T A
A PRI RO, AR R AR R AR K S g
B RAR SR Z [] AR 2K A )i

(R EN e N A N7 e e A S e
AW REIE— P PR T IR R A i TR R AT
i, 282 (quinic acid, QA)FIT% £ T2 (gallic
acid, GA) & ZE H R & LM e G =™, EA R
FREEARFT R T, 48 JE R RN i LA R i) A i ) 25
B 2 R A R Sato ZFPONE i A BR A A
PR IRFT B B ZF HE RV . 3-M S SR K
FifE . 5 o R N K RN R I T W R O L
(dihydroxyacetone phosphate phosphatase, DHAP
phosphatase) 1) g 5L [H, D BT T 25 B2 A
HATARIHFERTRE, I HAATE TS aroG .
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aroB Ml aroE WA R MAEIRAF IR BRIAR . IR
aroG Htith () 3- it 48 -D- B 747 - B RO R - 7- il i
G R aroB St i) 3-1 & 45 JE IR A& hi i
KRR P I R I OB, AR T R
T RS 25 0 A0 VAT T R M 1 2R A,
PRBEM 50 g/L A4 0% b A= 7=t 13.1 g/L 1 3F
TR, HAHEIHEY 0.26 g/g.
3.3 FEMRABESMK
331 EBEREASEFFERK

BE RS R AR 0 R A e L Y
M, R FRILM S R . pH (H. EA =M
EUUER ST e S b e W (o e oI LI 387 95
X A P A R B B E T SR, AE
R, BEAE AR R e Ry B IR
B ] g B A i 2 AR Y, AT
il HAE R, R SFPIEEE T 8 AR (LS
MR 2 R R R ) X 2 R AR e R
FISEIR e BRAS [R) RUIR N % SR A 7 1 LA
Ewm, M E AR IEER R
Mg™" 2 20 i A i 36 2 v A ] S Y 42 JE B T
VB Ry BRI M Bl B P, A A A s 8h K
AR = W0 1 A i b K 2 AR
(NH4)2SO4 A& K FF i 15 2 45 R ) TEAILRUR =2
—, HERETS 592 EmiEsl, X
KRR pH AR AE T g Rl
TR 5 1% e 5 O] 255 Wi R A AT 1 b A K %
Xt M 1 A1 35 R 0 TR A 4 1 RS, Sl
SOV 5 T AR B K A AT B R TR R SR O
PG # AT HE 10 g/L, TERERY 2.06 /L, R
152 gL, K,HPO, 3 g/L, KH,PO, 3.5 gL,
(NH4),SO4 3 g/L, MgSO,-7H,0 0.20 mmol/L,
WERREI 0% 0.22 g/L, CaCly-2H,0 15 mg/L, 4k
A B 0.5 mg/L &, MEIIGEIRAW 1 mL/L,
£ pH 7.0-7.2 BT, PRI A BEDRAS 25 5
BRI E] 2.66 g/L, JEAUALRTHY 2 %,

P4 actamicro@im.ac.cn, 7% 010-64807516

Tripathi 2500 %5} #7 & /2 ¥ & (Citrobacter
freundii) = ;IR RLRIEAT T HSLFSE, 72 h I
FEER 0.62 g/L ZRER, MEEFRI A AL R A
HBE(5.0%) . KA BERE(4.5%). CaCOs (2.0%),
pH >4 6.0 B}, 7F 10 L & FHEP 60 h HeAz = i
9.11 g/L ZFHR, S TR F80, 5
EHIARDACHIZE B R B = T 29 14.69 1. BR
TSRS, RE BB SR A I R R
e = ST 1 I Sl 10 S A OB T
Rawat SRR ST M@y 1, i ad T2 TR
AL TP IR AT I GR-21 (& 3¢5 . KC466031)
KA IR T2, SC8L T e 16.78 g/L
B 77 & . e Ab, Tripathi 25U F) JH Plackett-
Burman B 11 356 H 52 M 78 R ™ i 1Y) o b AR
o, bR UAIA R . KA . KHPO,. CaCOs
R FRILA R B AT Al , R BT R Kk
RPN EERNRZ —; A, T
O T A 5 e S P i A 2 ) A AR A
AT IR R P S 2 12.76 g/L.
332 SBERERIZMK

546 O E, AR e B A R 1 SRR
iERONTTI NS N S e o8 T el 7Y L B
WRESIRIE S i e etk . SR, R
it o AR SR — A R AR R A R, Ak,
FERLR I PRI B AR U T W F L, A
ICREAR T AR P2 A, 2T T /= sl X st
FEAR W HE AL BE5R T AR W) R VA AE Tolk v i 5
J1, JUHOERTER A . 24 SR ARt i S 40 R
R BRI I A o

TRMIASUSIR Y T 2 R s alifk T2,
P R TR W TIOA B B, 3 2o O 1 22 Pl 2R
i E B TR BRI 2.5 g IR . 2.5 g BRRET
F10.48 g 5o M, 1T LIk B e fH 8 T 2LBERCR
fif W E R R R 2 56 mg/L; BfE,
i FHFLAE N 50 nm 1) Pl e Rast 9 2 gk [ AR 2%
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FEAIN 60% A TH G K 38 55 25 B R IR & 93%,
Xt TR =Y S S R A4S TR, AR pH
TE 5.5 JFIN#AE 85 °CIRIE 4 h i fT Kbk, &t
WIS, BB S M R AT A B,
fE 41 pH P4 & 2.5, L JE 60 °C . 14 I&
30 min, MEATEGEILT] 47.5%; Jagkmad 717
PR E—2L4lift, &I pH T ZE 6.0 B I B RCR
Bl , WEBHE IR 2 2 h, 3F SR O R R
1.2 g/10 g WA AR, fHTREL 90%, w4, &
45 AR FRA SRR, AR A 99.80%
FIZE R i, 25 ICRIAE] 95%.
34 EREVERBESHFERTE
BT R Y R IR R GUNHE F AR TR A%
A S — oA o i B LR A vk, TR B
R ERA . SR, X ANy 75 L T — 2 Pk AR
i AR S R A A KR S8R . BORLAE 20
M EH AR TP AR ENE ™, LA BRI |
R B A R B R, S R B AT R
X FE BLR 1 7 e AR U R . A, (G
B R T AR Z BN T RIS K T 1) 1
A, BEAR T AATHEN, R, A ERR BT
Femg LA R Tl AE = ok . A A= B4
FER A gt T H R BATRE 2209 Thfig, flinde T
b A B B A ECAR I . Bh A R G
ANz Sem B SRS A K R T e = B BR A, Tl
A K S AN A BB, NSRRI A
PG R TR RS . S S IR I 1 B A
PR, BT SR K A5 AR R i R A
SRR AT 43 3 2600 BB IR A5 S 2
PRI (ARG IR pH. kA . BEIE
FGE DRI EE) . BF XTI 2= 5 1) A £ %
A SR ST RS ErOREN %
AR L AR R IR B AR B L I S s A ]
TE IR 11 A A% TR A5 ) R AT Ko i Py A2 0 o AR
I A ML RS (LG RNA RIS | BRI

1 I3 g RN S TR R R B AU TR BR 00 A ) 15 R
s g 108
341 HEYERERFANA

ARMENTES RE G NAEYFINE
PEHR, XL RS K L — R T B B A
1) 38 55 PN DR 6%, 5 A6 52 B LA A W 1S B 0 A
W . KRG i2W . IR Y
R IRET . 6T IR L S T A R 55 248
o R B Tz 0y R v M Rogers
ST S 1 — T JCZ0URE i ol 28 ) AT S22 sf L 2% 7
YIE ML) 53 b T s, TR 26 A4 W A i
o 000 240 A6 PN A A v B, I ek v
T3 VR B 240 e 0 O B AT HE T .
Liu 2512 254 T ShiR (—Ff LysR 7% 5t 345
)5 9T A L 431 (fluorescence-activated
cell sorting, FACS)$i AR, JF & H T —FF SA =9
1A (18] 6A), ShiR BERETE ZE FLIR AT 7E BT
shid (IR, T shid YFOCE S FEH eGFP
B, DGR 5 R I B S B T R R R Y
WRBE o 3K PP 2R B IR A WAL AR )2 I TSk
F W 2 R P e R O R IR R AR A
PR BT DL KA thed TR IR 25 6
{37 15, (ribosome binding site, RBS) 3CJ&
3.42 FIEHTFHARNFL

P IT G — R RE IS 7 2 FRIR S Z 8] ] 3
ARG S S R G, AUV A LR I 1 R
AT, WM TE S pLHl s, BA A
S AR HE D RE A AR B DG B B ik
A [) A DR S F SE I IR A7 I B 40 T Ph e Y 5
ST TR S i S AN 22 S ph s R 3
A KR A R T BRI AR K B TR A 2, BE
H FEHOR A AE K 576 e, IR
LEY) G R T — Bk 1 s .

GBS AR T — RS AE 1Y SR W R T R0
V5L, K S L B RE A A S5 1 b A
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1Y 5T 43 D DL BG 5 GAE W nY A T e

Komera 2 ffi H 7 pu 25 F 0 & A
(tetracycline repressor, TetR)FIAH &AL M5 25 25
fiff (tobacco etch virus protease, TEVp)f4JZE T 2 #f
it f% 2% (optogenetics) R 4L, 43l R ERBOL &
4t (tandem photoreceptor system, TPRS) il 52 B )t
7 #3475 2 5t (tandem photoreceptor activation
system, TPAS)(&l 6B). L& IHX 2 ARG
T ARG G, KA A K RN ZE
TR A O B o B, X R PR BB A 7E AR 1

I WA A R AR 7 35 /L IR R R, Ml
o g R e, o E it — LR m R
76 g/L. Gao %" ME B T R2 95 2 2K 1 il Al AR
KRGS T 2 AT E ARG, fii %
THEE R ) S AR T R A A, SEI T TR
Tois R AR TR R A 7 1 12,63 g /L 193F
iR . Ding SV OTF & T — R TF AR FRA G
& BB A 1A (asymmetry distribution-based synthetic
consortium, ADSC), i1 A S IMEE A AR K
A 2 R RN A 7 20 Y LU 5 2R A S 3R R

A
C. glutami
Elsa e Transcription off
[ Terminator
@ RBS
C. glutamicum Transcription on Florescent
signals
SA T 3;:?
ShiA promoter region ﬁ
B Cell growth SA production
T
B s
R Ptet e L
m
P ’ Prtc
A Ptet
S Aro AroB]

Light

Eeo AREMFREAINA. A: SHIRZEVMERGET: B: M TIRRRRA ™ M TPASFITPRSIBL .
Figure 6 Application of synthetic biology strategies. A: Design of ShiR biosensor; B: Design of TPAS and

TPRS for shikimic acid production.
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M5 L B, DI B AR 5 9% 5 R I3 1) 9 S TR
T 2 2 = 2 301 /L, T2 i 1 e B 7R ik O B
INF, 2 R4 2 82.5 /L.
4 X RFaAT

ARZEIRNT 2019 4F 1 H % 2024 4F 6 H #11A]
SRR O SCI SCIR AT T TR R . X
P ok P& F b = &0 M %L 4 % (China National
Knowledge Infrastructure, CNKI), ;% 3 8N
“TERLIR G AR B RRIR AR, T SCBRIE AL o
AT 200830, B0e3C, 155 203 4
KR a5 2R, ORI 7T E R P e S 7R F R B
UG BT T b hdt— 2o B BTk A
(%t , /T CiteSpace 3K (v6.3.R1, fE7E
SUIEIR R, 2024), RIRAFAE 2R SOk H A
PSRRI DT T R H5 A RO E ERYME

CiteSpace, v6.3.R1 (64-bit) Basic

Timespan: 20192024 (Slice length=1)

Selection criteria: g-index (k=25), LRF=2.5, L/N=10, LBY=5, e=1.0
Network: N=160, E=208 (Density=0.016 4) S

-----

El7 #OXRRED

Figure 7 Core keyword clustering analysis.

FERG L RHETR R b (B 7), <R el
PARR N ZERIBIR T, 5 TR <k
FiE <A W)E R A RS T A . X 3R
WA 21 e TR 1) A 0 A T o 9 S
i, JUHR I W T Bk o AT,
ORI AR R AR Y 4 32 G . Ak, 3
FIRAV YIS GRS AR 2 <R HRaifL 45
PORBE AR, 50 XS FOR AR = 5
M EE . Ak, AR TR I 5
FeiE CCA I TS s [, W e < iR BN
AR “wtk g ek, Bk
A, FERAEYS RO 2 25C0E, B
IEIE AU TR . A B0 A s A ik ) J i)
K, UHIRGH BRI FH 2455,
Kt — DSl — A D
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5 REERE

I R A Dy — RS Y 55 A A R el
TP YA i R BA R o 4
K, BEE T AV S A TR BOR B A Wit
A, FERIRAE R AR SR AL S B TR
ARG A TR G AR B 2 A 00 A5 4
AW AE S B SRR AR i A 7 b R B T
KA, RN T TR TR s 5 o R L L
7 —E R 2)o W AW HOR A B S
PR AT SR U AT 249 M R 2 X A ) R R o
PRI H 4 ol G 585 O MR . A 3838 T R 4
BT IR RRAEY A ARG (5] 8) HET K
PE A A= 7 T2 B IR W] 2 — ol 2 HL 2835 R ik
773, BERS I A —AF DU X e i R S

x2 EREMBYFERE~HIBFL

Ko SR, Ay E— 2 0F S AT & 8 ek 2
it AR L RS SR W LA R R R A ) R
Wi, MMTHZ T AR5l k.
EEASK, X ZE R R ALY A A A
RTS8, e, TEE—L Xl ZE
FLR A BRI ARG, DA AR = i
FELORETHA R ik, FIHE BUEY =8
A L5EFEH 45 T E. (U CRISPR-Cas9), AJ AN}
AR AT IR GE , AZE R R Tl fb e
FEIFRER NS . BLAk, TRABRITZE R 1
FEAE TG R B IR, o R T 25 RN A
RN RSP EZ L HE . BT, FEER
(A= G I 5 T T A AR T S APk, ROk
(R BIF 4 Bl AR A= A Bk 5 Ny R 2 4Rk

Table 2 Summary of shikimic acid production by some engineered strains

EIbR e R B
Strains Strategy Titer (g/L) References
Escherichia coli Different glucose transport systems 60.00 [68]
Corynebacterium Overexpression of Jo/T] and glk 141.00 [72]
glutamicum
Escherichia coli Plasmid with aroF"”, aroE, and tktA construction 87.00 [76]
Escherichia coli AaroKAaroL 7.00 [57]
Bacillus subtilis Overexpression of aroA4 and aroD 3.20 [78]
Bacillus megaterium  AaroK 6.00 [79]
Escherichia coli AaroLAptsHIcrrAydiB; Overexpression of tkt4, glk, aroE, and aroB 1.85 [80]
Escherichia coli AaroKAaroL; Overexpression of aroB, aroG, ppsA, and tktA 5.33 [81]
Escherichia coli AtyrRAptsGApykAAshiAAaroLAaroK; Overexpression of aroB, aroD, aroG, 101.00 [73]
aroF, ppsA, galP, aroE, and tkt4
Escherichia coli Overexpression of aroP"", tktA, and aroE 84.00 [84]
Corynebacterium Overexpression of aroG, aroB, and aroE 13.10 [90]
glutamicum
Escherichia coli Optimization of culture conditions 2.66 [99]
Citrobacter freundii ~ Optimization of culture conditions 9.11 [100]
Citrobacter freundii ~ Optimization of culture conditions 16.78 [101]
Citrobacter freundii ~ Optimization of culture conditions 12.76 [102]
Escherichia coli Bifunctional optogenetic switch 76.00 [114]
Escherichia coli Biomolecular switches 12.63 [115]
Escherichia coli Asymmetry distribution-based synthetic consortium (ADSC) 82.50 [116]
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Figure 8 Summary of the strategies used for construction and optimization of shikimic acid production strains.
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