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HEVEIE ¢ heterosexual, TV I — VEREAKIE, &332 20 A/H x254E, 34EEI ¥ CHEREEE (AR

MWK), UESVEMUEZR L, Xy MEFERL

BURIE © ABe 34EHT, AWIEL - TR - axdr ) o8
MR D72 0%Z L, & MuEREY 4 VA (HIV)
BILOMERE M LA A — < (Treponema pallidum) |2
BHELTWBEZEDHHL. 7EFT T ¥ 1500
mg/H% 28 HRE KL L7245, NRIEHEBRIHE L
7202, 3HLPRH Lz o7z &EiEtERL b o
v A VARG (HAART) Blda#E, HFd~&Z
& KAk BB L, Ml oS ST (F
T AMETHRALARE) LTz, ABE2 A HHiN,
BREHOTZSRBEBIZKAMNC XHI124D, ABEl
PHHEI DB % HORKEED S, AHIZEVD LR

ELLDBRZB I ko Abt3EMETO
Z5T, MROMBRMEIE (Fig. 1) & Mg Ml X
oo ER (16 4%) %D 7. KBt 2 B FwH) B
Mot 247w, MBI (54/3 uL [ R/ % ¥
Bk =52/2]) B0, HRHEE - MERETEIRE
Mg L Bl L, ABE - gL -7z

ABEEEHE © & & 1605cm, fRHE 555kg, il (M
) 368C, I+ (F L) 138/82, Bk 102/min
%, Sp0, 99% (room air), HakiEH, HEUCEIm
HHEZL, TECEEAE 2L, OIS ERER L,

Fig. 1 Fundal photographs taken 3 weeks before admission and 35 years after
treatment.
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PRI TR 2 L, REICEZSIROBED
D, ZOMEHICHE R L, SUHEREEZ RSk
MR R e L.

A B B B4 - WBC 6,900/ul, Hb 135g/dL, Plt
241x 10°/uL, AST 18U/L, ALT 21U/L, LDH
173U/L, AIP 283U/L, g-GTP 32U/L, T-bil 0.6mg
/dL, Na 138mEq/L, K 39mEq/L, Cl 104mEq/
L, BUN 10.7mg/dL, Cre 0.73mg/dL, T-chol 122
mg/dL, TG 188mg/dL, CD4 BtV > 73Bk¥% 522/
uL, HIV-RNA<50copy/mL

BB XY D NR=T Y ¥ Y A 2400
JIHAL/HE, ABEH XU 14 HEEHEL 72 55

IRERR 1HEEC, SRR - BEOBARN LS
BTz, FOBAERONR T + o —, K
OS> 1538 X OHRSER O TN e 2o 7. #
WOFRANIIT > TV,

L8 ARREBNX HIV & T. pallidum o B IE G
TH 5. MIEHUAAGOF 15 & BT LA & et
HEDWL, EMMRGHREITo 2. WBRHCIIH
WA ZAT > TRz, T pallidum HSPHERRE
RIRALZZRHIIAWTH 5. BHI T pallidum
PP EEREZ R E L TV, 2070, BPfT-
7B DR DAGE A TE > 72 72 O A PAVE & ASHife
L. 34ERICKTEIRMEHEE R E LTl ELEE
25,

EYUEFHMERE 8% M4 ek



“AHE B D FERE R

M= 1. SEEE 0B
<bhroTwnsibIl>

- T. pallidum \&, JERBF RIS PR RESRA
RAS 5. 515 X0 2 Wi OBz
YFIHEMT 5 L, HIVEROAMIZHDD ST,
#130% @ A F T T pallidum % J& G - 5 B T &
5V,

- MR VAR OB L, RERAS 24T O R
MICE o THRZ L., RREERTERMOMAICL S L,
BET AN 2§ L, S 12-18 » HigA°
wbEL, 2K, BE5 HRBET %2
FEREIEICHEIR S B 7280, BUEN T %, WHAEMEEH
FEMEREDYE R ISR 3 B B IL, I X ) 28-
87% LEHH %7,

- BRVEDIE B MR, W IAYIZ 4 DO
EREZ T2 2 & A5TE S (Table 1)*7.

- BURBE B TE A 12 THEEME S O IRIR AL L T
Wa. BRI, I 2 RIS T B FEH R E
RIDZFW L, FTERNZIED %o 7288 D 5 ISR
FEIR % 7R HE OB L 727

- HIV & Gid, 5D e kol ek bl 3 R0, 1R R 7%
LRERAVF BT 2 A7 HWF2d L w?,
HAART TREBEORERZPIE SIS &, FYH
FEMERED ) A 7 DT A3 B W eV D 57

<ESHBOHHE>

- MM ICBE T A ERIRTE DS <1, )=V
U IR OFEICL B, B,
MEHICHE R ENS CHBINTWS 2 L, i
DOMRFIRE L DERPEZH IR o722 &, HIV K
PBEDVHMLTVAEI L, RERREPRKELEDS
TW5.

- PR IERRMOFAIC L D, BEEAT RICEE DS
&5 LIEFEEMREMRHICET T2 Y A 7RV
L, BERH-THH70-80% OEHATHRIZIER
b2 E2bhroTRBE?, L, E0kH%k
M3 B DA 1 7 AR R R SR 2 R 2 5 o
Do TV,

RS 2. #HEEEOZH
<bhoTwnhbI t>

- BT B T pallidum O W IE A 7
<, WEHETHEMEE THINT 2 DIXHEETH 5. RY:
o - SERETORBIE, BEEHBIEARICRE ST
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52,

- MEE O - R RS 2 A, FER L
RA—<PEH (nTp) iRBEE b L AL—<HuE (Tp)
RERD 2 FEH YIS DH B (Table 2)”. nTp
AEROAMZ R EE % L, [ UMAEFETHE L7
il 4 5L EOMEY D - 7254, WK EAERE
1b23d - 72 & R 5 591,

- HATIZ, RPR, TPHA, FTA-ABS %4
JBIZR o TWD, W 290 nTp ikl (79 AW
I BB L) &, BUEE RO A IR
hoTW5h.

- MR OB, BRRESLETH S,
PREME T & R T 2 BRIR AT HAsd 5 5 &, HIV &
P 5P L TR 5E, BRI LR - 7286
BT, MM E1T) (Table 3).

- % O nTp RBRA & BT L O 2% % 5
LWHERNL ODdH D, T A HTOEREEHAE
% &, IE RPRAMAY 32 5L 72 - 728 T, ff
et (B VDRL Mtk d % Wi I ERE >20/
ul) ZEI LTwabF v XS, HIV &g (233
JEBI) T 598, HIV FEEGHE (91 #EH]) T 10.85 725
720 F e, BIMEE R 265 44 % PRI Lz
W& B &, i nTp ERDSETE 2 S (BRI Lo
HHEBD Lo 12,

- 5DE A, MM Z BT E MoK
B B VIZIRRAEIR « BEIZ R W72, A Y 7 k]
A THSH (Table 4, 5)77.

- B ® VDRL &, ##EHERE (20§ 5 KB 2K
WO GERE LRI X Y 30-70%7) b DD
FRREEHDE V. IE VDRL <1 : 256 Ti&, MR
W25 MEHPBERICRAT 5 L, B VDRL %
BBEPEIC e 2. 72, RO FTA-ABS &, #iifk
MEREZ 03 2 IRIEAS LV SR FLEE DM ety 75
DOFT A iR B 15 48 X OIEMEa & G
FHITT BRI L HERICL D E, ThEN5 4
BLO1 AT 725,

- B> Tp WAL, Mg ORI B % I3 HEE D,
MORMERMBEECL > THEICRLZ 2D
. DD, I—avDHAL KI5 4 V9T,
TPHA index B X 1F IgG index # 5 L, FiEfhfRk
RN TOHERELEZFTMT 2 2D TV
(Fig. 2). #%ilEREAZ 0K E Iy Pu—)L 544,
OKESTIE, TPHA index D& L HREIZZFNE
n983% & 100% T, #i# VDRL @ &K (91.7%)
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- Polymerase chain reaction (PCR) #:I2X % T.
pallidum DNA ORRIMEEZ, 7 ¥~ DA
X DR F 72, T pallidum DNA I, 6% # K
E3EMPCRIETHRINENE Z L03H 5",

<AHhoE>

- T. pallidum (I A TR I E T (HIE; 28R
T, 100 f5REE E T T X ™), Bk - kT
H7zDIIZEICERET AL ENH L. T FICE
Figzk, ©robol X MAREREREZME
DEGBAEDRITOT, FIREMICIEASR
BN, H2HIRERCHRMHE LR &F, BRfET
NVELTIREETIEZWY, $72, B~ MR
B % 0 OBERAETIT) ORWNEETH 5.

- BEHEY 2 PCRIEC X B T, pallidum 15T O
i, 4oL ZAMKRMERICZ LW,

- B VDRL X, <=3V ¥ BISEHI A & Mkt
MEREDOBWNHEH SN CTE& 7. ZTHITH L RPR I,
VDRL & ) BA%E2Hr L  RRli S A T3 %2 2 &, &
£ - FEREAS VDRL & DRV REMEASH B 2 &
5, L O - BWATA K54 VA VDRL % 1%
#WELTWwh, A2, VDRL & RPR @& - 4
HEZEIEAEFLTIMEDH S, HRTIE
VDRL 725 # 72 723>, RPR O A Y2 Wt 5 &
BE0d 5.

HAEARDL L OMEZETIX, T7 v 7 AEE
FEEHAWAHEEFTTRPR ZHZE L TWA. iR
DORERFHRE LRSI —B L 2w e 2d b Fi
e AT N H ) ™.

5L A, PR R 7 R 2 BLSK
SRR (L Y.

- RS R E O  TREMAT RO RFEEZEL T
WAIZH DD OT, FA KNI VBYIXRY IR
V) IRVFEFUTHET H LT, SEBEMRE

MEREDOBEZ LSO T ENTETNL., D),
TAEGE AR 2 WS 5 2 L LB LD D,
e 23 % .

fIRES 3. #iEEEDEE
<bhoTwnibIt>

- RV Y OBIBEHRHERE O AR E K E S
RS L, BRRORE»SBZ 5 hEY
BV, DD, ZLDHAL KL vhER=ZVY ¥
THEBRTHIEEMHEIRL TS (Table 6)V1919%)

- T. pallidum % B W 3 % 121%, #&1£0.018mg/L
(003U/mL) DR= Y ViBESLETH D, ik
MEdE DGR TLE, BlEw b, BE - IMSER N TSR0
WEDERTEDL L) IRV Y2 REHRGT 5
VEDH D, F72, T pallidum 055 2k 13 30-33
KR L B2, ARV SRR % RIEHIAERE T %
VENRD B (BGm i, SR oPREERT
WHEELR TV e, SREEIT LD BLTRE
HAid 5)?.

CRYINRZD) YRV YO RANEST
&, TSR TR N LR R — <R R A T X
BIEFONRZYY) VIREERMERTE T, BRI
FOOWEA D 7. G 2 FELL AR L 7 B
PERRME RS 756 B2 NV UNRZV ) YRV
FUTHBL, R T7AERBBBLLZREICL S
&, 3.3% OB HE G RMERE R L 72

- U A o IRIE, B, AR
BH2S 2, 3MEMTHET . HIV EGeE T,
JEAR - BUEDSRHBR LED LR T 22 LD
5. BN TER ER TR, BHEREOERE T
Bid s EWEMOHMNE D, FEREERMTI,
FEROYHRITE A LHETE WY,

- HIV G TR M AR D 2 VI HFHH»AE T
RFVEVIHEE AL, HIVEREHLERAL T
O b 2= )V COBEBEIHER S TV B0,

Table 1 Clinical syndromes of neurosyphilis?3.

Onset after primary

Syndrome infection ™ Probability * Manifestation
Asymptomatic -15 years 13.5-20% None
Meningeal 2 months to 2 years 1.4-6% Aseptic meningitis, cranial neuropathy
Meningovascular 6-10 years 3.2-15% Focal endarteritis and obstruction
Parenchymatous 10-25 years 3-9% General paresis, tabes dorsalis, myelitis
Gummatous Variable Uncommon Direct mass effect
Congenital Newborn to adolescence All of the above

*Most frequent time of onset but variable.

T Probability of progressing to each stage without therapeutic intervention.
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Table 2 Serological tests for diagnosis of syphilis?8.

Test Capture system Antigen
Non-tremopnemal
Rapid plasma regain test Liposomes in suspension plus unattached charcoal An alcoholic solution of
(RPR)* particles producing dark colored flocculation due cardiolipin, cholesterol,

to trapping of charcoal particles in lattice formed and lecithin
by antigen-antibody complex

Venereal Disease Research Liposomes in suspension producing visible floccu-
Laboratory test (VDRL) lation with lipoidal antibodies

Treponemal
Treponema pallidum Attached to red blood cells Purified & sonicated
hemagglutination assays treponemes
(TPHA)*

Micro-hemagglutination

assay for T. pallidum

(MHA-TP)

T. pallidum passive particle Attached to gelatin particle
agglutination assay (TPPA)

Fluorescent treponemal Treponemes fixed onto microscope slides Intact treponemes

antibody absorption test

(FTA-ABS)*

Treponemal enzyme Attached to microtiter plates Purified & sonicated

immunoassay (EIA) treponemes or recom-
binant antigens

*Commercially available in Japan.

Table 3 Indication of lumber puncture for cerebrospinal fluid (CFS) examination (except for congenital syphi-
lis).

International Union against Sexually Transmitted Infections?
Positive syphilis serology
And
(1) Clinical neurological symptoms possibly caused by neurosyphilis
(2) Clinical ocular and auricular symptoms possibly caused by ocular syphilis and syphilitic otitis, respectively *
(3) Concomitant HIV infection, especially CD4 <350 ul and/or serum RPR >1:327

Centers for Disease Control and Prevention!®

Those who have syphilis and symptoms or signs suggesting neurologic or ophthalmic disease*, evidence of
active tertiary syphilis (e.g., aortitis and gumma)$, or serologic treatment failure ¥ **

*Not obligatory in the absence of other clinical neurological symptoms, provided treatment for neurosyphilis is
given.

T Not obligatory, but may be indicated in late latent syphilis or syphilis of unknown duration or in treatment
failure.

#Syphilitic uveitis or other ocular manifestations frequently are associated with neurosyphilis and should be
managed according to the treatment recommendations for neurosyphilis.

§Some providers treat all patients who have cardiovascular syphilis with a neurosyphilis regimen.

 After adequate treatments, clinical and serologic evaluation should be performed 6 and 12 months (3, 6, 9, 12,
and 24 months if co-infected with HIV) in primary and secondary syphilis and 6, 12, and 24 months (6, 12, 18,
and 24 months if co-infected with HIV) in latent syphilis. Treatment failure should be considered if (1) nTp ti-
ters increase fourfold; (2) nTp titers fail to decline at least fourfold at the ends of follow-up; or (3) signs or symp-
toms attributable to syphilis persist or recur.

**Routine CSF analysis is not recommend, regardless of HIV co-infection, because (1) invasion of CSF by T.
pallidum accompanied by CSF laboratory abnormalities is common among adults who have primary or second-
ary syphilis; (2) no evidence exists to support variation from the recommended treatment regimen for early
syphilis in the absence of clinical neurologic findings; and (3) symptomatic neurosyphilis develops in only a lim-
ited number of persons after treatment with the penicillin regimens recommended for primary and secondary
syphilis.
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Table 4 Criteria for the diagnosis of neurosyphilis in CSF9.

TPHA/TPPA/MHA-TP and/or FTA-ABS positive *

And

(1) Increased number of mononuclear cells (>5-10/uL) ¥

or
(2) Positive VDRL/RPR¥

* A positive result of TPHA/TPPA/MHA-TP and/or FTA-ABS does
not confirm the diagnosis but a negative result excludes neurosyphilis.

TThe number of mononuclear cells in CSF can be normal, especially

in parenchymatous neurosyphilis.

#VDRL is highly specific but may be negative.

Table 5 Case definition of neurosyphilis for public health surveillance!3.

Confirmed

Syphilis of any stage that meets the laboratory criteria for neurosyphilis (A reactive serologic test for

syphilis and reactive VDRL in CSF)
Probable

Syphilis of any stage, a negative VDRL in CSF, and both the following:
Elevated CSF protein or leukocyte count in the absence of other known causes of these abnormalities
Clinical symptoms or signs consistent with neurosyphilis without other known causes for these clinical

abnormalities

Fig. 2 Definitions of IgG and TPHA index-
es!. A TPHA index of >70 and a CSF
TPHA titer of >1 : 320 are the most reliable
in supporting a diagnosis of neurosyphilis.
The IgG index is an indicator for intrathecal
IgG-antibody production, which is more in-
formative than the CSF protein level?.

CSF albumin (mg/dl)

Albumin quotient =
Serum albumin (mg/dl)

Standard range = 0.0018-0.0074

Total CSF IgG / Total serum IgG

IgG index =
Albumin quotient

Cut off < 0.69

CSF TPHA titer
TPHA index =

Albumin quotient x 103

Cut off <70

TR T RILEMIN 2 EHI 2479 (Table 7).
PO OMIBEIL, AEHREE & i L2 128§

5. B nTp EROYUFEIZW - ) TH B,

- BF 110 2 EMRE 13 7 H LB L 2231
X% &, Il RPR O EHALIZBEAT O EHE L &
B L Tw5d (v X B EIMmEkE =415, #
WA H =281, il VDRL fii=57.3)%.

<SHORE>

- FHREMERE OEHEICOWT, W) 2 i R & W
TR IIZE A LR, BIEHER SR T
HIEHREDL 1L, EHFANHETRRL =) V%
% 60 SEH OERRAER Z: IOV T w5,

- RV YUSNOHREIZOWT, FHE - &
HHIM - BUIM oA &2 50 i L - &z e
AERN. TDD, X2V T ULLVF—2kD
e B IR L, EPIBEIEZ AT ) HMER D V5.

- A E RN D L VI RS OB ICH
WENRY IRV YRUVFF VP, HATIE—
BICATTERY. HARORBEICED T TF T ¥
) U EART S 2 EPT, EEEMEMEEANOLER
P TEEDEI I, T 2%\,

TEFTVVY V6g/HETENLRY K 1-2g/H
EEBITHNRTAZET, BMLRLA—<FEZH
RHTEB7ZTOMBNREZMERTE 2. HA
TR7ah AL RV ) v ERICAFTERVD
T, MR IR THE T 256 0B %R 5

&
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Table 6 Recommended treatments for neurosyphilis.

Guideline Recommended or first-line Suggested or alternative
TUSTIY Benzyl penicillin 12-24 mU/day 1V, Doxycycline 200 mg twice per day for 28 days
34 mU every 4 hrs for 1821 days
Benzyl penicillin 0.15 mU/kg/day IV
spread over 6 doses (every 4 hours) for 10-14
days
Procaine penicillin¥ 1.2-24 mU IM daily
PLUS probenecid 500 mg PO four times a
day both for 10-17 days
BASHH!9 Procaine penicillin® 1.8-24 mU IM daily Doxycycline 200 mg twice per day for 28 days
PLUS probenecid 500 mg PO four times a Amoxycillin 2 g three times PLUS probenecid
day both for 17 days 500 mg PO four times a day for 28 days
Benzyl penicillin 18-24 mU/day 1V, Ceftriaxone 2 g IM or IV daily for 10-14 days
34 mU every 4 hrs for 17 days
CDC* T10) Aqueous crystalline penicillin G .18—24 mU/ d:ay Ceftriaxone 2 g IM or IV daily for 10-14 days
(3-4 mU IV every 4 hr or continuous infusion) Ceftriaxone 1-2 g TV daily for 10-14 days
for 10-14 days (for HIV-infected patients)
Procaine penicillin¥ 24 mU IM once daily
PLUS probenecid 500 mg PO four times a
day both for 10-14 days
JSSTD#) Benzyl penicillin 2-4 mU IV every 4 hours for —

10-14 days

BASHH: British Association for Sexual Health and HIV, CDC: Centers for Disease Control and Prevention, IUS-
TI: International Union against Sexually Transmitted Infection, JSSTD: Japanese Society for Sexually Transmit-
ted Diseases, IM: intramuscularly, IV: intravenously, mU: million units, PO: orally

* Additional treatment for late syphilis (i.e. benzathine penicillin 24 mU IM 1/week X 3 times) after completion of
neurosyphilis treatment regimens is considered because the durations of the regimens are shorter than that for
late syphilis.

T Pregnant patients who are allergic to penicillin should be desensitized and treated with penicillin.

*Not available in Japan.

Table 7 Follow-up after treatment of neurosyphilis.

International Union against Sexually Transmitted Infection?

CSF examination 6-12 months after treatment of symptomatic neurosyphilis.
Centers for Disease Control and Prevention!O

CSF examination every 6 months until the cell count is normal. *

Retreatment should be considered if the cell count has not decreased after 6 months or if
the CSF cell count or protein is not normal after 2 years.

*Limited data suggest that CSF parameters might change more slowly in HIV-infected
patients, especially those with more advanced immunosuppression.
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