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GESTATIONAL TROPHOBLASTIC DISEASE
(GTD) :

heterogeneous group of lesions that arise from abnormal proliferation of
placental frophoblasts.

Benign

idiform moles




GESTATIONAL TROPHOBLASTIC NEOPLASIA
(GTN):

malignant neoplasms of abnormal proliferation of frophoblastic tissue




high levels of HCG

low levels of NCG




enlarged uterus,
erine bleeding (AUB)




plateaued

rising

> values after molar



The level of serum hCG across histologic types of GIN

>

» tumor marker bsence of histologic

» monitoring

> surveillance
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part of the glycoprotein hormone family.

alpha-subunit and varying degrees of homology in their
beta-subunits

> IS very similar fo that of LH

> cytofrophoblast







most serum hCG immunoassays available today detect:
>

>

total hCG assays




serum of hCG:

free beta-subunit of hCG -compared with of fotal hCG




POSTOPERATIVE MONITORING OF
MOLAR PREGNANCY




Persistent hCG elevation :

> ~ the myometrium

» Not
» metastatic




CG assay should measure the

omplete mole is




hCG levels every to weeks until hCG normalization and then

]
discontinued






Complete

or partial
hydatidiform
mole

MONITORING®

e H&P 1 month
after initial
treatment

* hCG assay

every 1-2
weeks until
normalized

* Contraception
(oral
contraceptives
preferred)f

FINDINGS AND ADDITIONAL

EVALUATION

Normal hCG levels
for 3 consecutive
assays

Persistent hCG
elevation —_—
(plateau or rise)

hCG assay
every 3
months for 6
months

Persistent
post-molar
gestational
trophoblastic
neoplasia
(GTN)

(See HM-2)




> a2 mole, affer h\CG normalizes:
» monthly 3 nonths and then

>

» single
discontinue




Is larger than gestational age
100,000 re a marker for high risk of

175,000
older age




of hCG normalization was predictive of the likelihood of
resolution versus development of GTN.

~ In complete mole: within  days of evacuation
- 0 approximately 1in 1159 versus 1 in 308

» Level

>




Chorionic
=¥ Gonadotropin

FOLLOWING A MOLAR PREGNANCY /



hCG levels remain defectable months or more after evacuation.

il detectable at six months) used to be considered

removed

conservatively




Increases >10 % across values during af least




Jt remain within £10 % over at least a  week




low Ievel (<200 ) of hCG persists for at least months affer evacuation
1 the of any clinical or radiologic evidence of GIN.

small focus Nighly diff-noninvasive

close follow-up

monthly AVOoIQ
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O treatment.

stage risk score >d



Stage : Persistently elevated hCG levels; tumor confined 1o uterine
rous

dnexa or vaging, but limited to the




Age
Antecedent pregnancy
al from last pregnancy
hCG leve

treatment for GTN acuation of a




FIGO Staging of Gestational Trophoblastic Neoplasia (GTN) and modified WHO Prognostic
Scoring System as adapted by FIGO

Stage | Disease confined to the uterus
I Risk factor

Stage | GTN extends outside of the uterus, but is limited to
II the genital structures (adnexa, vagina) Age (years) >40

1

Stage | GTN extends to the lungs, with Antecedent pregnancy Abortion
II1 or

. . . Interval (months)* 4to6
without genital tract involvement ( )

Stage | All other metastatic sites

v Pretreatment serum 1 03 to

hCG (mIU/mL) 104

The stage should be followed by the sum of the risk factors
(eg, III:5)

Largest tumor 3to4
(including uterus) cm

Site of metastases Spleen, GI
kidney tract

Number of 1to4 5to 8 >8
metastases

Prior failed Single =2
chemotherapy drug | drugs

FIGO: International Federation of Gynecology and Obstetrics; WHO: World Health Organization; hCG: human chorionic gonadotropin; GI:
gastrointestinal.
* Interval (in months) between end of antecedent pregnancy and start of chemotherapy.




A score of 0to 6 :
low risk of resistance to single-agent chemotherapy.

hotherapy and requires combinatfion

» Ultra high risk




should be -~ _measurements of
hCG start weekly



an 5 miu/mL).

3
reduce



monthly




DIAGNOSIS

Low-risk GTN
confirmed

(<7 prognostic
score)

TREATMENT

Single-agent
systemic therapy
options")

* Methotrexate

* Dactinomycin

PRIMARY TREATMENT FOR LOW-RISK GTN

MONITORING DURING
TREATMENT

hCG assay every'2

- weeks, at the start
of each treatment

cycle

RESPONSE ASSESSMENT FOLLOW-UP/
SURVEILLANCE™

Normal hCG level * hCG assay every month
* Continue systemic for 12 months

therapy for 2=3 treatment|] —— |+ Contraception
cycles past hCG (oral contraceptives

normalization preferred)”

Followed by
hCG level plateau!

Good
response
to initial
therapy
Followed by Response
rapid rise in hCG level|—> | — |assessment

(>10% change) (See GTN-3)

Poor response to initial therapy:
hCG level plateaus (<10% change)
for 3 treatment cycles

or
hCG level rises (>10% change)

for 2 treatment cycles




Increase or a plateau in  consecutive hCG values over a  week

interval.
0 3 days, and serum levels should fall

one -

chemoresistance

/




1.This is usually marked as a in the HCG level at a median time of
months since end of therapy

> iIng completion of year of hCG surveillance the patient
n as AUB:

MRI /



eatment and then

18

/
7

/



cvel becomes undetectable for consecutive

» NO IMAging

>
fibrosis




>
metastases



monthly il there have been



ASSQYS
> neasure hCG atf least down to  mlu/mL

>
subunits

>

> pituitary




re-elevates 2coming undetectable for

o



PRIMARY TREATMENT FOR HIGH-RISK GTN

DIAGNOSIS TREATMENT®? MONITORING RESPONSE ADDITIONAL TREATMENT
DURING ASSESSMENT®
TREATMENT™ l

Normal hCG

levels: Continue hCG assay every

systemic therapy | —
regimen for 2-3 month for 12'months

EMA/COk cycles
« If brain metastases:
» Increase methotrexate dose and
leucovorin doseP
High-risk GTN » Consider brain radiotherapy: Good response
confirmed: ¢ Stereotactic brain radiotherapy hCG assay followed by hCG
27 Prognostic score + intrathecal methotrexate every 2 plateau at low
or or — |weeks levels EMAJ/EP or
Stage IV® 0 Whole brain radiation during " EP/EMAK
(30 Gy in 15 fractions [2.0 Gy/fx]) treatment Relapse from
* If extensive metastatic disease with remission
prognostic score >12:€
» Consider induction low-dose EP, as .
noted ip GTN-B, for 1-3 cycles prior g:'oe;;?):::i]:;:l‘;)t’i.num-based
to starting EMA/CO Incomplet regimens with bleomycin,
re:g or?sz fo ifo(s’famide, or paclitaxel"'q
an
treatment Consider resection for
T chemotherapy-resistant

disease, if feasible"

€See FIGO Staging System for GTN (ST-1) and Prognostic Scoring Index for GTN




develop from extravillous, infermediate trophoblast , show  chorionic villi
after a nonmolar abortion or pregnancy
A key difference:

cytokeratin inhibin a

free beta hCG
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