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      Introduction 

 Methergine is a semi-synthetic ergot alkaloid used for the 
prevention and treatment of postpartum and postabortal 
hemorrhage [ 1 ]. Methergine acts directly on the smooth 
muscle of the uterus and increases the tone, rate, and ampli-
tude of rhythmic contractions; thus, it induces a rapid and 
sustained tetanic contraction of uterus [ 1 ,  2 ]. Peripheral gan-
grene is a rare complication of methergine, which develops 
due to vasoconstriction by stimulation of alpha-adrenergic 
and serotonin receptors[ 3 ] and inhibition of release of 
endothelial-derived relaxation factor. It leads to reduced 
blood supply of already poorly vascularized distal organs 
like limbs, fi ngers and toes. This phenomenon mostly occurs 
in presence of any preexisting factors like [ 1 ,  2 ]-

   1.      Patient is having any underlying systemic disease aff ect-
ing blood vessels, e.g., antiphospholipid antibody syn-

drome, vasculitis, occlusive peripheral vascular disease, 
Raynaud’s phenomenon, other autoimmune disease, etc.   

  2.      Drug interactions with:- Beta blockers, CYP 3A4 inhibi-
tors, e.g., macrolide antibiotics, HIV protease inhibitors, 
Azole antifungal, etc.   

  3.      Use of inadvertent large dose of methergine (very rare)     

 Our aim to report this case is the need of increasing 
awareness among practicing obstetricians regarding use of 
methergine. Before its use, we should assess high risk fac-
tors, rule out contraindications to prevent the side eff ect like 
peripheral gangrene, which is though rare but a very serious 
complication of methergine. 

    Case Report 

 A 25-year-old female Para2, Live2, Abortion1, visited the 
outpatient department of Obstetrics and gynecology  with 
complaints of  per vaginal bleeding and blackening with loss 
of sensation of fi ngertips of right hand for 20 days. Patient 
had a history of heavy vaginal bleeding followed by D&C 
done in view of incomplete abortion 25 days back at some 
private hospital, and there was history of administration of 
high dose of Inj Methergine to manage postabortal hemor-
rhage with transfusion of 3 units of blood. Her last menstrual 
period was  2 1/2  month back, and previous cycles were regular 
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 As far as our best knowledge, no case is reported in the 
literature with peripheral gangrene as a side eff ect of methe-
rgine, secondary to antiphospholipid antibody syndrome. A 
case report “Symmetrical peripheral gangrene in Antiphos-
pholipid Syndrome” by Mikio Shiba et al., published in 
Heart Asia June 2016, reported a case of 75-year-old woman 
with APLA syndrome developed symmetric peripheral 
gangrene in all four extremities. In this case report, author 
concluded that the peripheral gangrene can be caused by 
variety of disorders like connective tissue disorders, vascu-
litis, atherosclerosis, thromboembolism, DRUG INDUCED 
VASOSPASM, myeloproliferative disorders. 

    Conclusion 

 Methergine is very eff ective drug to treat postpartum and 
postabortal hemorrhage but it can leads to severe complica-
tions like gangrene of extremities because of its vasocon-
strictive eff ect. So prior to use of methergine, a proper his-
tory to rule out any autoimmune disease, vascular disease, 
cardiac disease, hypertension is important to prevent these 
complications. In case of high suspicion of any underlying 
autoimmune disease, it is better to avoid methergine and use 
other available options. 
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  Fig. 2       Recovery of right hand 
after treatment (Almost 90% 
functional recovery of right 
hand)  
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with average fl ow. She had a history of previous two nor-
mal vaginal deliveries. On general examination, patient was 
conscious, oriented, her pulse was 104/min, blood pressure: 
100/60 mm of Hg, mild pallor was present, systemic exami-
nation was within normal limits. Local examination of upper 
limb showed radial pulse of right upper limb was feeble than 
left upper limb, blackish discoloration of distal part of all 
fi ve digits of right hand was seen (Fig.  1 ), dry and thickened 
skin with loss of touch and pain sensation with presence of 
mild temperature sensation at the aff ected area of right hand 
was present. On per abdominal examination, abdomen was 
soft with no tenderness or organomegaly. On per speculum 
examination, post-intervention cervical laceration was seen, 
and mild bleeding through cervical os was present. On per 
vaginal examination, uterus was 10 weeks size, and forniceal 
induration with tenderness was present (right >  > left). For 
the evaluation of the cause of fi ngertip gangrene, further 
relevant investigations were done with medicine and sur-
gery reference. Diagnosis of Antiphospholipid antibody 
syndrome was made with the help of specifi c blood inves-
tigations, that is, anticardiolipin antibody and, Anti-β2 
glycoprotein antibody IgG and IgM which were positive 
in high titers. Ultrasound with color doppler of upper limb 
was done which showed reduced fl ow in right digital arter-
ies, with biphasic waveform in right brachial, radial, ulnar, 
digital arteries. After ruling out other causes of peripheral 
gangrene, diagnosis of methergine-induced peripheral gan-
grene with antiphospholipid antibody syndrome was made 
after consultation with medicine and surgery department. 
Treatment including warfarin overlapped with low molecular 
weight heparin, vasodilator-nicardipine, platelet aggregation 
inhibitors-pentoxifylline, antiplatelet-ecosprin was started. 
Suction and evacuation were done under antibiotic cover 
with strict asepsis in view of retained product of conception 
as showed in USG pelvis. Repeat USG with color doppler 

of right upper limb after 5 days of treatment showed throm-
bosed third and fourth metacarpal arteries with collateral 
circulation providing dampened fl ow to the digital arteries; 
however, the circulation through the respective digital arter-
ies was insuffi  cient. Rest of the digital circulation showed 
normal fl ow. Patient was discharged on day 10 in satisfactory 
condition with advice to continue above treatment. Repeat 
anticardiolipin antibody and Anti-β2 glycoprotein anibody 
IgG and IgM was done after 12 weeks to confi rm the diag-
nosis of APLA syndrome, which came out to be positive in 
high titres. Patient was under regular follow-up till 6 months; 
during this period, patient’s right hand recovered satisfacto-
rily (loss of fi ngernails and pulp of around 1  cm 2 ) (Fig.  2 ). 
Satisfactory recovery included preservation of maximal 
functional capacity, sensations and satisfactory appearance 
with minimal loss of functional length of fi ngers.                  

    Discussion 

 Methergine is eff ectively used in postpartum and postabortal 
hemorrhage, but it also causes vasoconstriction by stimulat-
ing α-adrenergic receptor [ 3 ]. This is a known fact that the 
distal most part of our body is poorly vascularized as com-
pare to more proximal part, so the vasoconstriction can lead 
to reduced blood supply of these poorly vascularized distal 
parts which can cause gangrene. Fingers, toes and limbs are 
mostly aff ected. Isolated incidence of methergine-induced 
digital gangrene is very rare but in presence of underlying 
hypercoagulable state or vasculitis due to the presence of 
any autoimmune disease, for example, APLA syndrome, the 
incidence is more. Because underlying hypercoagulability or 
vasculitis due to APLA syndrome with methergine induced 
vasoconstriction collectively causes significant reduced 
blood supply which are suffi  cient to develop gangrene [ 4 ]. 

  Fig. 1       Peripheral Gangrene of 
fi ngers of right hand  
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  Abbreviations 
   GHT       Gestational hypertension 
    RP       Raynaud's phenomenon 
    RPN       Raynaud’s phenomenon of the nipple 
    UK       United Kingdom     

      Introduction 

 Raynaud’s phenomenon of the nipple (RPN) is one of the 
several etiologic factors that result in nipple pain [ 1 ]. It is an 
extremely painful condition and primarily aff ects pregnant 
and lactating women, resulting in cessation of breastfeeding 
[ 1 ,  2 ]. It is usually idiopathic, but has been scarcely reported 
to be associated with Labetalol use [ 2 – 4 ]. 

 In addition to Labetalol-associated RPN, earlier case 
reports from United Kingdom (UK) reported that women 
had history of cold-associated RPN [ 2 ,  4 ]. Thus, these cases 
already had predisposing conditions that were worsened by 
Labetalol. However, in India, especially central part of India, 
tropical climate predominates and there is an absence of 
environmental factors triggering the RPN. Herein, we report 
a case of labetalol-associated RPN, the fi rst from India, in a 
34-weeks pregnant woman. 

   Case Description 

 A 30-year-old Indian woman, gravida 1, para 0, with no 
signifi cant medical history was diagnosed with gestational 
hypertension (GHT) during her regular antenatal check-up 
at 34-weeks of gestation. She was a booked case at a private 
hospital with regular multiple antenatal visits. During this 
visit, she had a blood pressure of 140/92 mmHg on 3 occa-
sions, trace albuminuria, normal blood sugar, and normal 
deep tendon refl exes. Though mild edema feet was present, 
there was absence of preeclampsia warning signs includ-
ing headache, blurring of vision, right upper quadrant pain, 
nausea, or vomiting. On routine investigations, patient had 
mild anemia (10.2 gm%), while other blood counts, and liver 
and renal functions were with normal limits. 

 For GHT, she was initiated on tablet Labetalol 100 mg 
twice daily (morning 8am and night 8pm). However, around 
1-h after the fi rst dose, she complained of severe burning 
sensation with severe tenderness at nipple-areola area. She 
felt as if her breast was just about to burst, though there was 
no breast engorgement or color change. This sensation lasted 
for 2–3 h, then subsided on its own. On following morning, 
within 45 min of intake of second dose of tablet Labetalol, 
she experienced similar symptoms, for which she immedi-
ately contacted her obstetrician. 

 On examination, general condition was normal. Local 
breast examination did not reveal any engorgement or 
change in color. On further enquiry, she did not reveal any 
history of similar complaints involving nipple or extremities. 
The blood pressure was found to be raised (146/98 mmHg), 
for which opinion of general physician was obtained. Tablet 
Labetalol was withdrawn and tablet Nifedipine 20 mg twice 
daily was initiated, following which she did not experience 
any adverse events and pregnancy remained uneventfully till 
37-weeks of gestation. Subsequently, in view of GHT and 
fetal distress, she underwent uneventful caesarean section, 
and delivered a healthy female child weighing 2.7 kg. 
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