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[ Abstract | Background and purpose: Peutz-Jeghers syndrome (PJS)-related diseases in female reproductive system include
lobular endocervical glandular hyperplasia (LEGH), gastric type adenocarcinoma of the uterine cervix (GAS) and sex cord tumor
with annular tubules (SCTAT), etc. In particularly, PJS-related LEGH has an early age-onset, and the disease could progress
rapidly to GAS. Early diagnosis is difficult, and the prognosis has been proved poor, which brings great challenges to the diagnosis
and treatment of patients. Research data are limited, especially in China. The purpose of this study was to investigate the clinical
manifestations, disease pattern, related risk factors, and the status of disease screening, management of gynecological diseases in
Chinese PJS patients, providing more clinical evidence and helping with the early screening and early diagnosis of gynecological
diseases, especially malignant diseases in female PJS patients. Methods: Based on the status of management of gynecological
diseases in female patients with PJS and patients’ feedback, our questionnaire was designed and launched from March 26th, 2022
to July 29th, 2022. The general condition, past family history, past medical history, gynecological clinical manifestations and
management of the patients were investigated. A stratified analysis of each item was conducted to find out the high-risk factors and
protective factors associated. Results: A total of 154 valid questionnaires were recruited in our study, and 5 patients were excluded
according to the inclusion/exclusion criteria. 114/149 patients (76.51%) had gynecological symptoms, and the main complaint was
abnormal uterine bleeding (83 patients, 55.70%), nearly half of them had vaginal watery discharge (62 patients, 41.61%), 47.65%
(71/149) had received cervical screening tests, and the human papilloma virus (HPV) positive rate was only 7.04%. Only one-third
of the patients (55/149, 36.91%) had received genetic testing, and 52 patients had STK11 mutations (94.5%). 64.52% were truncating
mutations, but with no significant differences in the incidence and oneset age of gynecological disease compared with non-truncating
mutations in our cohort. STK11 germline mutations were found all over the whole gene, while no mutation found in non-coding exon 9.
Exon7 was found with the highest mutation rate (25.81%). Unrelated patients with the same STK11 mutation had completely different
disease spectrum and onset age of gynecological diseases. Among the patients with gynecological cancer treated with surgery, 1/3
were found with synchronous mucinous metaplasia and neoplasia of the female genital tract (SMMN-FGT) on pathology. Less than
half received standardized intervention and prompt surgery, and only 73.33% of them received adjuvant therapy. Only 40% of the
patients completed fertility before surgery, and none received PGT. Conclusion: This study first put the focus on the gynecological
symptoms, diagnosis and management of Chinese women with PJS. We found that abnormal uterine bleeding and vaginal watery
discharge were the main symptoms in half of the women with PJS, and the age of onset was significantly shifted to the younger
population. Truncating mutations, as the main mutation type in Chinese women with PJS, has no significant association with clinical
phenotype, for which the mutation type does not affect their risk of cancer or age onset. Environmental factors may play an important
role in disease development and progression of PJS patients as the age onset and disease spectrum of unrelated females carrying the
same STK11 mutation were completely different. At the same time, the awareness of genetic counseling and gynecological disease
screening system have not been established in the PJS female population, as the genetic test coverage is low (1/3), and only less
than half of the patients with gynecological cancer received standard surgery and adjuvant therapy. PJS patients with gynecological
cancer generally have low fertility rate, and only one case received PGT in our cohort, which is mainly due to the low cognition
and understanding of PJS in our society. The low coverage of genetic counseling, and the delay of intervention made PJS patients,

especially females with gynecological diseases lose their fertility opportunity.
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PGT) S T FEIEm AL W (%£2) .
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50 - 48,32.21% z L
40t 2 -
= 30l 26, 1745, S_— 5,21.74%
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Fig. 1 Patient age distribution histogram
A: Age distribution of study population; B: Age distribution of patients with cancer in this cohort.
F1 R ABBIBATIFFE
Tab.1 Cohort characteristics of the study population
[n(%)]
Characteristic Number of patients Characteristic Number of patients
Current diagnosis Have family members with similar conditions 30 (20.13)
Self-reported as healthy or unexamined 119 (79.87) Internet access to information 43 (28.86)
Pre-cancer 7(15.43) Others 7 (4.70)
Cancer 23 (4.70) Monthly household income per capita/RMB
Education level <3000 58 (38.93)
Junior high school and below 41 (27.52) 3000-7 000 73 (48.99)
Senior high school 35(23.49) 7 000-20 000 17 (11.41)
University 67 (44.97) 20 000-37 000 1(0.67)
Postgraduate and above 6(4.03) >37 000 0(0.00)
Source of information Economic status of living region
Being told from doctors 104 (69.80) Less developed regions 80 (53.69)
Being told from patients with same conditions 37 (24.83) Developed regions (first and second tier cities) 69 (46.31)
Have medical backgrounds 25 (16.78)
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Tab.2 Life history of PJS patients in this cohort

[n(%)]
Life history Number of patients Life history Number of patients
Smoking tobacco Total 131 (100.00)

Yes 12 (8.05)

No 137 (91.95)

Total 149 (100.00)
Drinking alcohol

Yes 21 (14.09)

No 128 (85.91)

Total 149 (100.00)
Drinking tea

Yes 38(25.50)

No 111 (74.50)

Total 149 (100.00)

Menstrual history

Menopausal or not

Yes 18 (12.08)
No 131 (87.92)
Total 149 (100.00)

Levels of dysmenorrhea

None 47 (35.88)
Mild 52(39.69)
Medium 27 (20.61)
Severe 5(3.82)
Total 131 (100.00)

Amount of menstruation

Small 15 (11.45)
Medium 96 (73.28)
Massive 20 (15.27)

Sexual activity

Yes 110 (73.83)
No 39(26.17)
Total 149 (100.00)
Contraception
No contraception 25(22.73)
Condom 67 (60.91)
Intra uterine device 20 (18.18)
Fallopian tube ligation 2(1.82)
Oral contraceptive pills 5(4.55)
Total 110 (100.00)
Fertility history
Yes 64 (42.95)
No 85 (57.05)
Total 149 (100.00)
Delivery
Natural birth 33 (51.56)
Cesarean delivery 17 (26.56)
Spontaneous miscarriage 2(3.13)
Abortion 12 (18.75)
Total 64 (100.00)
PGT
Yes 1 (1.56)
No 63 (98.44)
Total 64 (100.00)

RS B B IR IR R Ui . R UTE
BE oA AL DA R IR B B 2 WL (137/149,
93.20% ) , HCHFRE AR u K RE (136/147,
92.52% ) FEJE (136/147, 92.52%) . ihAH:
A AR IS R 2% (56/147, 37.58% ) , VAKH
m JEF (3/147, 2.01%) KMEOEEIERE (£

) o BRVUER R IFRIEEN0~35%, Fii
%@w (K2A) . LAH1146) (76.51% ) BH
TESS Z AT B R BE, 55 Ahaf 8 AT S
A (43523, 25, 28F135% )

L EBAFNERAAAE T AL B R B, P 75%

BB R AT (<18% ) RPIWALERN (K
2B) . 87.69% M A EHEEZIHILBEBNEFA,
66.92% M B EHEZ I EFA . A TFREMEHE
Hr, 2930% 0 A HE 2 AR OC I FARIEYT
FWEH T, 1938.26% (57/149 ) (LA
HHAMCIRERGE L, 44.30% (66/149 ) HIHE
ﬁ%ﬁﬁﬁﬂﬁﬁ%ﬁﬁﬁm%%i(%mo
24 WEAEEAMIGERRI. BEXSEBIR
¢Hﬁ$%%%ﬁﬂﬁﬁhﬁﬁﬂm%KL
FF, AL EEA WL EAE F TR
Ay R HE S IR R i (83/149,
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55.70% ) FIBHIEHHAINS (62/149, 41.61%)
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11 Y R a o e S N | B
B G AZ I HPVE I FITCT: 47.65% 8 % #
ZiFHPVEEI, 92.96% NHPVHTE; 43.75%
2 TCT, HrBTEZ 5 1588.57% (R A
WaAE ), A BHMESS R A A, 113
B (75.84% ) HBAERRE 2P 2L #4%
R, DLARBE S (110/113, 97.35% ) K
F, BINEEIE T EVRZE BB (computed

tomography, CT) (93/113, 82.30% ) . fifit
P14 ( magnetic resonance imaging, MRI)

(34/113, 30.09% ) S iE s F &G FEAURZ K
1% (positron emission tomography and computed
tomography, PET/CT) (12/113, 10.62% ) %%,

153451 (35.57% ) Bl RIS 3 F R 52 2o i ik ey
Febrk (%£5) .

1236.91% (55/149 ) W F =it 3N
e, S5l hAES26 (94.5% ) FIRFTE
STKIIRFRSEAE, A 31 B3 BL PRI R ILSTK 11
R SAE, HIGRIZ WA ( F s R TR b IR
5. HImESEAER RS ), IO R E S —

R3 ABIIPISEEMBEESE
Tab.3 Past history of PJS patients in this cohort

[n(%)]
Past history Number of patients Past history Number of patients

Tumor history Around lips 136 (91.28)
Yes 23 (15.44) Lower eyelid 56 (37.58)
No 126 (84.56) Chest and back 3(2.01)
Total 149 (100.00) No black spots ever found 2 (1.34)

Tumor treatment Total 149 (100.00)
Surgical procedures 22 (95.65) Gastrointestinal polyps history
Chemotherapy 15 (65.21) Yes 149 (100.00)
Radiotherapy 9(39.13) No 0 (0.00)
Molecularly targeted therapy 2 (8.70) Total 149 (100.00)
Immunotherapy 2 (8.70) Treatment
Total 23 (100.00) Endoscopic surgery 131 (87.92)

Current status Abdominal surgery 88 (59.06)
Complete response 5(21.74) Regular endoscopy 23 (15.44)
Partial response 1(4.34) Laparoscopic surgery 11 (7.38)
Stable disease 11 (47.83) Medication 3(2.01)
Progressive disease 4(17.39) Untreated 1(0.67)
Death 2(8.70) Total 149 (100.00)
Total 23 (100.00) S;:ic;luliiesst;)ry (except gynecological

Dark spot history Yes 87 (58.39)
Yes 147 (98.66) No 62 (41.61)
No 2(1.34) Total 149 (100.00)
Total 149 (100.00) Gynecological surgery history

Body parts Yes 44 (29.53)
Oral mucosa 137 (91.95) No 105 (70.47)
Hands and feet 136 (91.28) Total 149 (100.00)
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Fig. 2 Age onset of the dark spots (A) and the gastrointestinal polyps (B) appearance in this cohort

F4 KRIIPISEERFRESE
Tab.4 Family history of PJS patients in this cohort

[n(%)]

Family history Number of patients

Tumor family history

Yes 57 (38.26)
No 92 (61.74)
Dark spot and gastrointestinal polyps
family history
Yes 66 (44.30)
No 83 (55.70)

AATSTKIH 2 BRI R (multiplex
ligation-dependent probe amplification, MLPA ) £
I LAHERR R R BB HER T RE, 308 & S P &2 5%
JRAE S (£5) o

5504 T HE DRI Pl e TR N 2933% 43 K5
s, SRR (38.26% 108 JH A A HISE
FERIES ) AT (P>0.05) . 60%3%523EH
LRl N2y R R e =Y S i i =
P A E T2 B E KT (2SS E R
HALH45% ) (P<<0.000 1) . 34k, S5BiEE
ZHE KR (B RLIR ) BB F A 11
B (20% ) , (HZERT R AREE AR PR XU
HOFBERI ] (£928% ) (P<0.0001, £5) .

TEXT 79150 F 22 AN 98 (8 3% i) ik — 2D i e oy,
18I EH Fifgmid L, 110IEE FFaEd
M A SR EAEEEE LU, (T ER
JE A 40 IE AR 32 FUBR A S B N IR T

(R6)

XS 62451 B3 HE AR 0 g — 2 e A v
41.94% (26/62) [Y8H TR NHEERINIE, 2
1/3 583 D) 7 g 40 R T A T R 4 F IE 7 A2 1
Ho Ay s i Fon i 1) 2x th B AR TR 35 i 4L
RN (RT) .

25 WAEEBEXEBRIRSAITK
251 AR AR LES G IR

ABAFN 149 BIPIS (L A 234 (15.44% )
AU, W 33 BIEAE (0 R TR AR A
) o FEMEIAL e SR . OV . F
Jiia K g (BI3) o AR i TaE o3
e £ FRAENE, 1111 (47.83% ) BEEZ T
Iy, 5B (21.74% ) $52 707, A 20185
THEENRY T MR EIRYT o H X 2L
PIRASE L] (48% ) , SERZMSH] (22%) ,
TG (4% ) , 401 (17% ) I K%
¥, 207 (9% ) %ET- (3R3)

252 FTEHAELRAFLBESEIK

FE Rl & R I GASH (Jh1sfl, %
8) , WAL LAAFR 35S, JEFEIN28~53%,
AT 3B B E LIRS T AL )5 . & T I IRIE
MR, AL60% 1y 8 3 s A BUAE W2 0 B HE W
MG, XK RIIFAZLRTT, Ho6
Bl (6/15, 40% ) HA&A N BPIE AR . H
3R (500, B, 3. 10, 14H0115)
ML T oM AR B T 22 B AL [ 20 S 2 2 R s 72
( synchronous mucinous metaplasia and neoplasia
of the female genital tract, SMMN-FGT ) .,
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Tab.5 Gynecology-related complaints and related tests of PJS patients in this cohort
[n(%)]
Item Number of patients Item Number of patients

Gynecology-related complaints Total 35 (100.00)

Irregular menstrual periods 83 (55.70) Radiographic examination

Watery vaginal discharge 62 (41.61) Ultrasound 110 (73.83)

Pruritus of vagina or vulva 46 (30.87) CT 93 (62.42)

Abdominal pain or distention 44 (29.53) MRI 34 (22.82)

No significant symptoms 35(23.49) PET/CT 12 (8.05)

Intercourse bleeding 25 (16.78) No examination has been performed 36 (24.16)

Total 149 (100.00) Total 149 (100.00)
HPV test: perform Tumor markers

Yes 71 (47.65) Yes 53(35.57)

No 78 (52.35) No 96 (64.43)

Total 149 (100.00) Total 149 (100.00)
HPYV test results Genetic test

Positive 5(7.04) Yes 55(36.91)

Negative 66 (92.96) No 94 (63.09)

Total 71 (100.00) Total 149 (100.00)
TCT: perform STK11 mutation

Yes 35(43.75) Positive 52 (94.55)

No 45 (56.25) Negative 3(5.45)

Total 80 (100.00) Total 55 (100.00)
TCT results Combining other mutations

NILM 31 (88.57) Yes 7 (14.00)

LSIL 0(0.00) No 43 (86.00)

HSIL 0(0.00) Total 50 (100.00)

Cancer cells 4(11.43)

*6 ZABIIPISEERAEFENERMERE

Tab. 6 Specific manifestations of irregular menstruation in PJS

patients in this cohort

[n(%)]

Specific manifestation

Number of patients

Uncertain intermenstrual interval
Long intermenstrual interval (=40 d)
Short intermenstrual interval (<20 d)
Uncertain menstrual volume

Long menstrual volume

Short menstrual volume

Menopause for six months or more

53 (67.09)
29 (36.71)
10 (12.66)
30 (37.97)
18 (22.78)
11 (13.92)

5(6.33)

W1, 34%, JCPHIEHEM S, fN PR A
fenE HEE A LEGHEGAS, 15 R s Ay
BRI AGL kw5 T B ) M P
BRI . P13, 50%, A 104 L EBHIE
HE s, R A B /R GAS,  BPEL RN IV -
W10, 354, JCEHIEHRE S, ek A R
GAS, BPEF V. W14, 288, H104LL
FIRBAIE HER S, R HEA R AR RGAS, TE
TERIEAEMALEGH, fEBI15, 318, JoBHiE
HER S, B R A SR T8 SUm AR, T
WIEFERRIEGT Okt 5 B ) o

126f (6/15, 40% ) BHETERIRHIAET, 7
SROFII TR, e T ESUEYIRT B 5,
20 B H BEPRAISR . 65 N BRI R 4
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Tab.7 Specific manifestations of watery vaginal discharge in PJS

patients in this cohort

[n(%)]

Specific manifestation Number of patients

Underwear stained 26 (41.94)
Protective cushion soaked 18 (29.03)
No special attention needed 13 (20.97)
Sanitary towel soaked 5(8.06)

TEISHIGASE A, AXNT7HIHAZ T hrifEfLiy
Iz AT E YR + S DI BR + A ik e A
-+ 18 EkSHEE + /- RKINEDIBRA . 3618
T ARFTHSW W B0 SEZE E , PRIL 32 T OR L
FERCROR , R (T T 2B YR, RIT

Uk, HASHIEE, RERABEE., [
R S, 145 2R 2 M I UG G AS 1Y) v BE AR )
ATRANT i, HEEFEIER SN TAL, AT
DLAT5 + BN DR VIBR AR o I3 b4 3 Y 1
BT ACPRRR I, S H B Il JC B B s ek e )i
ST EBRTAR ., Hb3fh TR R LT
RIGTF R, B8 mIE RER, Hd 20
ERALTT R v B R . TR T
ETFEVIRFAR+RESER (B + K
Tk eSS ) M FRBEE T, F4pH

16

ML 255, 3T R (1 ~ 1) , &
W3 EI A 1E ClRIRS 8 1B2) BEARE
AT AR, SR, T 0YT, RE
17401 At HIBRYT i, AR 73.33%
(11/15) a2z TARERENAIT

A E Th e BIPIS A W2 Wi MLEGH (3%
9) , LM 292 (11~38%) , BT
B AR R AR AR M 22 A AR R . R 20 R AR
WRLEGH, MR 260 658 At F
(LEGHYEf2 ) , ®#30%, 163 HES, iz
Ja R FAAG2 PIS (K4) . T 24
RH3E v s B0 HR Mg 1= R B2
AR AN TR S 2 B (KS) , A
TE A A DL B SR T A K R . 5 A4
ARG A2 MAEMAILEGH)S T A2 T8 + XL
N B AET BN SRR A

F1BAE R LEGHE H28% , JLHB R

W, BRI TMRIK A (R K L E B2

FEVERT Y, BB B A U B A A PR R
RILEGH., BHH TRIERT, B2 EIMEH
YIAR (loop electrosurgical excision procedure,
LEEP) , HE™&BEVIT, il IREEVT 2R,
SE TCHITEHE . AN B 8 I il 55 AH DCREIR
B A WK, LEEPA 5l Bl 24K A $E R
“MLEGH.,

TIAMABI AR LEGH B A, 2451 F BB e A

15, 65.22% M N, percentage
14
12 [
10 [
= 8
or 5,21.74%
4|
3,13.04% 3,13.04%
5 2,8.70%
1,4.35% 1,4.35% 1,4.35% 1,4.35%
0 I I I I
Cervical Ovarian Breast Intestinal Thyroid Lung Endometrial Gastric Gallbladder
cancer cancer cancer tumor papilloma cancer cancer cancer cancer
Tumor types

B3 BASIhPJSEEMIESE S HIERKE
Fig.3 Cancer pattern-associated with PJS in this study cohort
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Tab. 8 Diagnosis and treatment of 15 PJS patients with GAS in this cohort
Case Agelyear G P Menopause Watery discharge Pathology Surgery Adjuvant therapy
Ovarian mucinous
1 34 0 0 Pre - cancer, GAS, EEC G1 TH + BSO -
(SMMN-FGT)
2 43 0 0 Pre + GAS TH + BSO +
Ovarian mucinous
3 50 3 1 post + cancer, GAS (SMMN- TH + BSO + PVLN +
FGT)
4 35 2 1 Pre - GAS TH + BSO +
5 43 2 1 Pre + GAS RH + BSO + PVLN + PALN +
6 29 0 0 Pre - GAS TH +BSO +
7 32 0 0 Pre + GAS RH + BSO + PVLN + PALN +
8 53 1 1 Post + GAS RH + BSO + PVLN + PALN -
9 46 0 0 Post + GAS TH + BSO +
Ovarian mucinous
10 35 2 1 Pre - cancer, GAS (SMMN- TH + BSO +
FGT)
1 41 6 5 Pre N GAS RH + BSO + PVLN + PALN + +
omentectomy
2 8 0 0 Pre + GAS RH + BSO + PVLN + PALN + B
omentectomy
13 40 0 0 Pre - GAS TH + bilateral salpingectomy -
14 28 0 0 Pre N GAS, AEH (SMMN- RH + BSO + PVLN + PALN + N
FGT) omentectomy
15 31 0 0 Pre - GAS, AEH (SMMN- RH + BSO + PVLN + PALN +

FGT)

RH: Radical hysterectomy; TH: Total hysterectomy; BSO: Bilateral salpingo-oophorectomy; PVLN: Pelvic lymph node; PALN: Para-aortic lymph

nodes; AEH: Atypical endometrial hyperplasia.

JGi2Wr, BAMNBIZALEEPAG 2K . HREiHA3
MHEE . EAERNE, SRS
Wﬂ%%ﬂﬁ AP AR AR, AR AR R
. TGRSR AR SE IR
2.6 %&ﬂﬁﬁgl%ﬁ'l‘*
2.6.1 STKIAR R EAKEIL
ABAG) S S B A F A2 T STK 1198748
A, 2 A HE 45T SO B 1 STK 1128
R 94.5% . Hir344) (65.45% ) &
T;EM TR AR SRR R, R ST 1

RAF28D (FR10) o A2BITCFEL KRR BHE
HEHF BT S 288 STK 11 ¢.598-2A>G, Hrh 14T
30% HE L GAS, i Bl A A [ B s 18
FERRIEGL, DRSERUIER/NE PR B TR, 15 1
Bl E35%, HEREZA BT, Jo R4
STK11 ¢.250A>TIRRAEFE2BI TC R KRN BH
S3lok B AT ) Y, HA 14128 % Wiz
Wi NGAS, 55111324 W2 K N LEGH.,
BA 1 H L4 B 28 AN STK 1T IR R R AR
ASANRABMNKMIE R, 5 MAEL. 4, 7%
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Tab. 9 Six PJS patients with atypical LEGH
Case Agel/year G P Menopause Watery discharge Pathology Surgery

1 28 0 0 Pre - Atypical LEGH LEEP

2 30 3 1 Pre + Atypical LEGH TH+BSO

3 15 0 0 Pre + LEGH Colposcopic biopsy

4 11 0 0 Pre + LEGH Colposcopic biopsy

5 38 1 1 Pre + LEGH LEEP

6 37 1 1 Pre + LEGH LEEP

-
. O,

I
Intestine
intussusceptionat
16yo
I STK11: ¢.G580A
q p.D194N
9yo
Dark spots

STK11: ¢.G580A p.D194N

/ Death

O Normal female ‘ Female patient s  Carrier

D Normal male . Male patient —  Non-carrier 2 Proband

El4 LEGH#®HI2E %K RE
Fig.4 Family tree of LEGH case 2

Patient as the proband and her daughter both had the STK11 ¢.G580A
(p.D194N) mutation.

S, URTSNEF L, B9 (9/30,
30.00% ) 45 L 5AE . 14> (1/30, 3.33% ) 754b
T E AR A RAZFI204 (20/30, 66.67% ) S
HERBE AP RA (L3N T LRAE ., 9
MRS | 6T K Bei sk K24~ 854
MR
262 REALE

AHIF 5 W B B STK 112738 3k A5 #A4S FE R
] 9 A0 S F BT RE DX X sk, HJR R K B TR
G 9 T A B RAE . Hdaf (4/30,
13.33% ) HBAMRBEREENTFIXE, 6%
5 (6/30, 20% ) FEHFESTKIELF Y7548 F
(E7) I, Dhaelisrfi b, A144] (14/30,

E5 LEGH#®HI2KIMRI
Fig.5 MRI of LEGH case 2

A: Sagittal section; B: Axial section. The uterus presents anterior
flexion, and the size of the uterus was 5.4 cm X 6.2 cmX4.0 cm. The
endometrium was not thickened, without obvious abnormal signal.
The cervix had a mass shadow with multiple cysts, the size was
about 3.9 cmX3.0 cmX2.8 ¢m, uneven enhancement was seen after
enhancement, and no obvious abnormal signal foci were seen around
the uterus. There were no obvious abnormalities in bilateral ovaries and
bilateral appendage areas. The bladder was well filled, the bladder wall
is not thickened, and there was no obvious abnormal signal shadow on
the bladder wall. There was no obvious abnormal signal shadow in the
vagina, urethra and rectum. No lymph node abnormality was seen. A
small amount of free fluid signal in recto-uterine pouch.

46.67% ) AR R I RESXI
263 ARB-FZAKZ: REEVEL B N

TE30MI B AGIN I $2 BESTK 1158257 B I PIS 1
Frh, 200 (20/30, 66.67% ) A SEFILE
FREIBTI RS, 2 THEF AR R A B
AV AT 2 A 2 P ok e R T R B R R
60% (6/10) , FKIZEAEL1R50% (10/20) , 2
FIGEEE X (P>0.05) .

BIRHAEIR RS A AR, oA R
WIS 298 (15~42% ), #EAr AR
WroeAs R K328 (26~42% ) , ZEFTLITF
B (Z=-151, P=0.13) .
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Tab. 10 STK11 gene mutations of 30 PJS female patients in this cohort

Case EN Domain c¢DNA change Protein change Mutation type ~ History of tumor Age of onset/year
1 E5 VIl, X c.644delG p.G215Afs*72 Truncation LEGH 38
2 14 Vi ¢.598-2A>G Truncation No cancer
3 14 Wil ¢.598-2A>G Truncation EC and GAS 30
4 16 XI ¢.863-8 870del p-Met289fs Truncation No cancer
5 E7 XI c.866T>G p.M289R Non-truncation Biﬁisrgfgtca:c:d 4
6 E7 XI ¢891G>C p.R297S Non-truncation " aicry vaginal

discharge
7 El I ¢.160delC p.L54CEs*10 Truncation Watery vaginal

discharge
8 El 1 ¢.206C> A (novel) p-Ser69* Truncation No cancer
9 E7 XI c.?EZJS?SinsATCCGGCAG p-Q305_H306insIRQ  Non-truncation ~ No cancer
10 El 1| c.250A>T p-Lys84* Truncation GAS 28
11 El | c.250A>T p.Lys84* Truncation LEGH 32
12 E4 VIB ¢.539 560del22nt (novel) p-G180V£s*100 Truncation GAS 42
13 E7 XI c.877G>T p-E293X Non-truncation ~ No cancer
14 E4 VIB c.A527G p.D176G Non-truncation ~ Ovarian cancer 33
15 E4 VI c.G580A p.D194N Non-truncation  Atypical LEGH 31
16 E1-E10 I-XI 19p13.3 (1160000-1250000del) Truncation No cancer
17 E7 XI c910C>T p-R304W Non-truncation ~ No cancer
18 E4 VIB ¢.540delG p.G180Gfs* Truncation No cancer
19 E1-E10 I-XI E1-10 del Truncation No cancer
20 El1-E1l  I-XI E1-E11 del Truncation Gastric cancer 23
21 E4 VIiB ¢.518delT (novel) p.Vall73Glyfs*114 Truncation No cancer
22 El [-1 del exonl Truncation No cancer
23 E6 XI ¢.843dup p.P281Pfs*4 Truncation No cancer
24 E1-E3 [-VIA E1-E3del Truncation LEGH 15
25 E2-E6  I-XI E2-E6del Truncation LEGH 18
26 E7 XI c.890G>A p-R297K Non-truncation ~ LEGH 26
27 17 XI ¢.921-1G>C (novel) p.Arg297Ser Non-truncation ~ GAS 28
28 E5 Vi ¢.598 602del p.A200fs Truncation GAS 42
29 E8 XI ¢.998 1002delCAGC p-Arg333fs Truncation GAS 26
30 E5 Vil ¢.658C>T p.GIn220Ter Non-truncation ~ GAS 36

E: Exon; I: Intron.

AWFFILP AP EPIS LR E 1490, KRR
PISHISCIARMEIA I S I L e a2 ia Bk . il T

PISHYZEILAE, AFFEIE o 2 5 o 1k SR TE Lot
PISHEM IR R BRI BSOS . A AL E
FE, Wb E 34 RATELX 251,
Forho8% sk i A L%, Ji4h, $I2APIS
e P E R R MR E OIS, bl
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ok A, DA BIR ] T TR G SE A 2 o

A BT H ETPIS B I ARG IR 2 T7 1%
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BAERENERE)R, fEL . LT A A,
AR ) (- Y S B E) 4 13.6 min, R 7E B 3R A
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59.6%, I2E e T H Al 35 14 75 100 AH G 1] 5 1Y [l i 28
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AU R L . A FTELHES, 4
B B 5 L D<ok =/ 5 R S 2 A e I <73
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FEMABE AT aESAE . BT AREA
B, VLR, ELREE A s A TEA Y
W2 25, KLU ERPOEAE R R R KL
DT, ZEE KV TR ERE AR Ay
AR LA RIS R T, Z940% 100l 0 25 3 55 Wi
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i A2 IPIS L ERF AR UL, 2% . Ah S
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KR, 2960% & JCPISHH Kt
B, FHIERFERY, HBELEAIERARA40%
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B SR R AL AE IR 2 R 34% (23~54% )
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2. HMTGASERMERFE (2Rh40% ) , fiifs
AT B R AR 2 2T EVIRTFARA
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HNGASEMRBE R, Mm%, &
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2 LR 22 PN A P AR 2 A TR RRE AR, FEH
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